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NOVEL FUSED TRIAZOLQNES AND TTTK TTCTR THEREOF 

Field of the iavention 

The present invention relates to novel fused trizolon 
5 compositions and methods of use. In addition, the present invention relates to ther£q;)eutic 
methods for the treatment and prevention of cancers. 
Background of the invention 

Chemotherapy and radiation exposure arc currently the major options for the treatment 
of cancer, but the utility of both these approaches is severely limited by drastic adverse effects 
10 on normal tissue, and the frequent development of tumor cell resistance. It is therefore highly 
desirable to improve the efficacy of such treatments in a way that does not i^ 
toxicity associated with tihiem. One way to achieve this is by the use of ^ecific sensitizing 
agents such as those described herein. 

An individual cell replicates by nuking an exact copy of its chromosomes, and then 
1 5 seg^gating these into separate cells. This cycle of DNA replication, chromosome separation 
and division is regulated by mechanisms within the cell that maintain the order of the steps 
and ensure that each step is precisely carried out Key to these processes are the cell cycle 
checkpoints (Hartwell et aL, Science, Nov 3, 1989, 246(4930):629-34) where cells may arrest 
to ensure DNA repair mechanisms have time to operate prior to continuing through the cycle 
20 into mitosis. There are two such checkpoints in the cell cycle - the Gl/S checlq)omt that is 
regulated by p53 and the G2/M checkpoint that is monitored by the Ser/Thr kinase checkpoint 
kinase 1 (CHKl). \ .y 

As the cell cycle arrest mduced by these checkpoints is a crucial mechaiiism by which 
cells can ovCTcome the damage resulting from radio- or chemotherapy, tiieir abrogation by 
25 novel agents should iacrease the sensitivity of tumor cells to DNA damagmg therapies*. 

Additionally, die tumor specific abrogation of the Gl/S checkpomt by p53 mutations in flie 
majority of tumors can be exploited to provide tumor selective agents, One approach to the 
design of cheinosensitizers that abrogate the G2/M checkpoint is to develop inhibitors of the 
key G2/M regulatory kinase CHKl, and this approach has been shown to work in a number of 
30 proof of concept studio, (Koniaiase^ a/., Oncagcm^ 2001, 20:7453; I^ocT a/., iVcop/orfa, 
2001, 3:411; Busby era/.,aziiccriJes., 2000,60:210^^ Com^ifesr., 2000, 

60:566). 
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Snmniiarv of the invention 

In accoidance with the present invention, the applicants have hereby discovered novel 
compounds that are potent inhibitors of the Idnase CHKl and therefore possess the ability to 
prevent cell cycle arrest at the G2/M checkpomt in response to DNA damage. These 
5 conq[)oimds sure accordingly useful for Iheir^m^ 

activity and are therefore useful in methods of treatment of the human or animal body. Th€5 
invention also relates to processes for the manufacture of said fused c^ 
pharmaceutical coropositioiis containing them and to their use in the manufacture of 
medicaments of use with the production of ariti-ceU proliferation effect in wamtblooded 
10 animals such as man. 

The present invention inchides pharnmceuticaUy acceptable s^ 
coinpounds. Also in accordance with tiie present iiivention applicants provide pharmaceutical 
cosq)ositions and a method to use such compomds in the treatment of cancer. 

Such properties are expected to be of value in the treatment of disease ste^ 
15 associated with cell cycle and cell proliferation such as cancers (soUd tumors and leiikemias), 
fitoroproliferative and dififerentiative disorders/ pso^ 

saffM>ma> hfle^^angioTnaj acnte and chronic nephropatiiies. atheroma:, atherosclerosis, aftenal 
restenosis, autoinunune diseases, acute and chronic inflammation, bone diseases and ocular 
diseiases with retinal vessel proliferation. 
20 Definitions 

The definitions set forfli in this section are intended to clarify terms used throughout 
this apphcation. The term 'Tierein" meaiis the entire application. 

As used m this application, tiie term "optionally substituted^" as used herein, means 
that substitution is optional and therefore it is possible for the designated atom to be 
25 unsubstituted. In the event a substitution is desired then such substitution means that any 
nuinter of hydrogens on the designated atom is replaced witii a selectioii from the indicated 
groi^, provided that the normal valency of the designated atom is not exceeded, and that the 
substitution results in a stable compouiid. For example when a substitumt is keto (i.e., =0), 
then 2 hydrogens on tiie atom are r^laced. If no selection is provided then tiie substituent 

30 shall be selected from: 

halogeai, iiitro, ammo, cyano , trifluoromiefliyl, alkyi, al^ 

hydroxy, alkylhydroxy, carbonyl, -CH(OH)CH3, -CH2NH-alkyl-OH, alkyKOIQCHa, Oalkyl, 
-OCOalkyl, -NHCHO, -N-(alkyl>-CHO, -NH-CO-amino, .N<alkyl)-CC>-amino, -NH- 
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eOalkyl, -N-(alkyl)-COalkyl, -caiboxy, -amidino, -CO-amino, -CO-alkyl, -C02alkyl, 
mercapto, -S-alkyl, -SO(alkyl), -SOzCalkyl), -^l^ ^ 
cycloalkyl, heterocycKc and heteroaiyl, -aMy-NH--cycld 
substituted heterpcycle, -alkylrNH-alk^^ 
5 optionally substituted heterocycle, alkyl-aryl, alkyl-polycydyl, aBkyl-amino, alkyl-hydroxy, - 
CaHiNH-alkyl-heterocycle, 

.CH2NHCH2CH(CH3)2, -ai2lSHCH2GH(CH3)2, -C{=0)OC(GH3)3, -C,.3alkyl, -OCi:3alkyl, 
-N(CH3)2, -NCH2NCH3, -CH2NCH3, -CH2-p?)eiazme, or>CH2-methylpiperazme. 
If the selection is attached to a ring the substituents could also be select 

16 vicinal -0(alkyl)Ov vicinal -0(Ghaloalkyl)0-^ 
-S(alkyI)S- and -0(alkyl)S-. , 

When any variable (e.g., RVR^ etcO occurs 

constituent or fonnula for a conipound, its definition at each occurrence is independent of its 
definition at every other occurrence. Thus, for example, if a group is shown to be substituted 

15 w^h,()-3 R^ then said groiq) may optionally be substituted groins and R* at 

each occurrence is selected independentiy &om the definition of R*. Also, combinations of 
substituents and/or variables are peamissible only if such combinations result in stable . 
compounds.. 

A variety of compounds in the present invention may exist in particular geometric or 
20 stereoisomeric fonns. The present invention takes into account all such compounds, 

including cis- and trans isomers^ R- and S- oiantiomers, diastereomers, (D)-isomers, (L)- 
isomers, iflie mcemic mixtures thereof and other mixtures thereof as being covered within the 
- scope of tiiis invention- Additional asymmetric carbon ate 

such as an alkyl group. All such isomers, as well as mixtures tiiereof, are intended to be 
25 included in this invention. The compounds herein described may have asymmetric centers. 
Compounds of the present invention containing an asymmetrically substituted atom may be 
isolated in opticaUy active or racanic forms. It is weU known i^^^ 

optically active; fomis, such as by resolution of racemic forms or by synthesis fixnn optically 
active starting materials. W^en required, separation ofthe racemic rnaterial can be achieved 
30 by m^ods known in flie art Many gecmietric isomers of olefins, 0=N double bonds, and the 
like can also be present in the compounds described herein, and all such stable isomers are 
contemplated in flie present invention. Cis and trans geometric isomers ofthe conqpounds of 
the present invention are described and may be isolated as a mixture of isomers or as 
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separated isomeric forms. All chiral, diastoeomeric, racemic forms and all geometric 
isomeric forms of a stracture are intended, unless the specific steteochemistry or isomeric 
form is specifically indicated. 

When a bond to a substituent is shown to cross a bond connecting two atoms in a ring, . 
: thra suck substituent may be bonded to any atom on the ring. When a substituent is listed 
without indicating the atom via which such substituent is bonded to the rest of the conapound 
of a given formula^ then such substituent may be bonded via any atom in such substituent' 
Combinations of substituents and/br variables sore pmnissible only if such combinations result 
in stable compounds. 

As used herein, "alkyl" or "alkylene" used alone or as a sufBx or prefix^ is intended to 
include both branched and straight-chain saturated aliphatic hydrocarbon groups haying from 
1 to 12 carbon atorns or if a specified number of carbon atoms is provided then that specific 
number would be intended. For example "Ci^ alkyl" denotes alkyl having 1, 2, 3, 4, 5 or 6 
carbon atoms. Examples of alkyl include, but are not liniited to, methyl, ethyl, n-propyl, i- 
propyl, n-butyl, i-butyl^ sec-butyl, t-butyl, p^tyl, and hexyl. As used herein, alkyl", 
whether a terminal substituent or an alkylene group linking two substituents, is understood to 
specifically include both branched and straight^hain methyl, etiiyl, and propyL 

As used herein "alkylhydroxy** represents an alkyl gcoup straight chain or branched as 
defined above with the indicated number of carbon atoms with one or more hydroxy groins 
. attached One such exaiijple of alkylhdroxy would be -CH2OH. 

As used herein, the term "cycloalkyl" is intended to include saturated ring grpiqjs, 
having the specified number of carbon atoms. Thesemay include fiised or bridged polycyclic 
systems. Preferred cycloalkyls have froin 3 to 10 carbon atonis in their ring structure, and 
more preferably have 3, 4, 5, and 6 carbons in the ring structure. For example, "Cs^ 
cycloalkjd" denotes such groups as cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl. 

As used herein, "alkenjd" or "alken3dene" is intended to include fix>m 2 to 12^^ 
hydrocarbon atoms of either a straight or branched Qonfiguration wifli one or more carbon-r 
carbon double bonds tiiat may occur at any stable point along the chain. Examples of "C3. 
ealkoiyr include, but are not limited to, l-propenyl, 2rpropenyl, l-butenji, 2rbutenyl, 3- 
. butenyl, 3-methyl-2-buten)d, 2-pentenyi, 3-pentenyl, ^ 

. As used herein, "alkynyl" or "alkynylene" is intended to include fiom 2 to 12 
hydrocarbon chains of either a strai^t or branched configuration with one or niore carbon- - 
caxbon triple bonds that may occur at any stable point along the chaiiL Bxanqples of allg/ii^ 
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include but are riot linuted to ethynyl, ^1^ 
butynyl. 

As used heiein, the term ^alkylcycloalkyr is intended to mean an alkyl attached to the 
fonnula atom modified with a cycloalkyl. Examples of alkylcycloalkyl inchide, but are not 
5 limited to cyclopropyknethyl,cyclopentyhnethyl,cycl^^ 

cyclqprop^ethyl, cyclopentylethyl, cyclohexylethyl, cycloheptylethyl, cyclopropylprppyl, 
cycloi>entylpropyl, cyclohexylpropyl, cycloheptylpropyL 

As used herein, "cycloalkenyl" refers to ring-containing hydrocarbyl groups having at 
least one caibon-K^aibon double bond in the ring, and having fi^ 
10 As used herein, "cycloalkynyl" refers to ringrcontaining hydrocarbyl groups having at 

least one carbon-carbon triple bond in the ring, and having fix)m 7 to 12 carbons atoms. 

As used herem, the term "aralkyr refers to an alkjd group; s 
groiq> (an aromatic or heteroarpmatic group). 

As used hereia, "aromatic'' refers to hydrocaibyl groups havi^ 
15 polyimsaturated <^on rings having aromatic character, (e.g., 4n + 2 delocalized electrons) 
and comprising up to about 14 carbon atoms. 

The term "aryF as used herein includes 5-, 6- and T-membored ^ 
groiq)s that may include fix)m zero to four heteioato^^ 

imidazole^ isoxazole, nicotinic, isonictinic, oxazole, phenyl, pyrazole, pyrazine, pyridazine, 
20 pyridine, pyrimidine, thiazole, thiophene, triazole and Ae like. Those aryl gipi^s having 

heteroatoms in the ring structure may also be referred to as "heteroaryl" or "het^oaromatics." 
The aromatic ring can be substitute at one or more ring positions with such substitueaits as 
described above. The term "aryl" also includes polycyclic ring systems having two or mcfce 
cyclic rings in which two or more carbons are conunon to two adjoining riiigs (die rings are 
25 **fused rings") wherem at least one of the rings is aromatic, for cxaxaple, die other cyclic rings 
can be cycloalkyls, cycloaDcenyls, cycloalkynyls, arjds and/or heterocyclyls. 
The terms ortho, meta and para ^ly to 1,2-, 1,3- and 1,4-disubstituted benzenes, - 
resprotively. For example, the names 1,2-dimefliylbenzene and orflio-dimethylbenzehe are 
synonymous. 

30 As used hereni, the term 'Tieterocycle" or "hetCTOcyclic" or **heterocycl34" refers to a 

ring-^ntaining monovalent and divalent structures having one or more heteroatomjs; 
independently selected from N, O and S, as part of the ring structms and comprising from 3 to 
20 atoixis in the rings, more preferably 3- to 7- membered lings. Heterocyclic groups may be 
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saturated or unsatorated, containing one or more double bonds, and beterocyclic groups may 
contain more than one ring as in the case of polycyclic systems. The heterocyclic rings 
described herein may be substituted on carbon or on a heteroatom atom if the resulting . 
conq>ound is stable. If specifically noted, nitrogen in the heterocycle may optionally be 
5 quatemized. It is understood fliat when the total number of S andO atoms in the heterocycle , 
exceeds l, tiien these heteroatoms are not adjacent to oiie another. 

Examples of heterocycles include^ but are not limited to, IHrindazole, 2-pyrrolidonyU 
2H, 6H-1, 5,2-dithia2dnyl, 2H-pyrrolyl, 3H-indolyl, 4-piperidonyl, 4aH-carbazole, 4H- 
quinolizinyl, 6H-1, 2,5-thiadiazinyl, acridinyl, azetidine^ a23ridine, azocinyl, berizimidazolyl, 
bcnzofuranyl, benzothioftu:anyli beiizothiophenyl, benzoxazolyl, ^ 
benzotriazolyl, benzotetrazolyl, benzisoxazolyl, benzisotiuazolyl, benzimidazalonyl, 
carbazolyl, 4aH-carbazolyl, b-carbolinyl, chromanyl, chromenyl, cinnolinyl, 
decahydroquinolinyl, 2H,6H-l,5,2«dithiazinyl, dioxolane, furyl, 2,3-dihydrofuran, 2,5- 
dihydrofinran, dihydrofuro[2,3-b]tetrahydroftu^ 
15 imida2X>lidine, imidazolidinyl, imidazolin^d, imidazolyl, IH-indazolyl, indolenyl, indolinylj : 
indolizinyl, indolyl, isobenzofuranyl, isochromanyl, isoindazolyl, isoindolinyl, isoindolyl, : 
isoquinolinyl, isothia2X)lyl, isoxazolyl, morpholinyl, naphtiiyridinyl, octahydroisoquinolinyl, 
oxadiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazplyl, 1 A5-oxadiazolyl, 1,3,4-oxadiazolyl, 
oxazolidinyl, oxazolyl, oxirane, oxazolidin>1perimidinyl, phenanthridinyl, phenanthrolinyl, 
20 phenarsazinjd, phenazinyl, phenofliiazinyl, phenoxathiihyl, phenoxazinyl, phthalazinyl, 

piperazinyl, piperidinyl, pteridinyl, pipaidonyl, 4-piperidonyl, purinyl, pyranyl, pyrrolidine, 
pynoline, pyrrolidine, pyrazinyl, pyrazolidinyl, pyrazolinjd, pyrazolyl, pyridazinyl, 
pyridobxazole, pyridoimidazole, pyridothiazole, pyridinyl, N-oxide-pyridinyl, pyridyl, 
pyrimidinyl, pyrrolidinyl, pyrrolinyl, pyrrolyl, pyridine, quinazolinyl, quinolinyl, 4H- 
25 quinolizinyl, quinoxalinyl, quinucHdinyl, caibolinyl, tetrahydrofto 

tetrahydroisoquinolinyl, thiophane, thiotetrahydroquinolinyl, 6H-l,2,5-thiadiazinyl, 1,23- 
thiadiazoljd, 1 A4-1hiadiazolyl, 1 A5-thiadiazolyl, 1,3,4-thiadiazolyl, thianthrenyl, thiazolyl, 
thienyl, thienodiiazolyl^ thienooxazolyl, ^enoimidazolyl, thiophenyl, thiirane, triazinylj ^ 
l,23-tria2olyl, 1,2,4-triazolyl, 1,2,5-triazolyl, 1,3,4-triazolyl, xanthenyl. . ? 

30 : The terms "polycyclyl" or "polycyclic groiq>" refer to two or more rings (for cxanspl 
cycloalkyls, cycloalkenyls, cycloaDcynyls, aryls and /or heterocyclyls) in wMch two or more 
caibons are common to two adjoining rings, for example, the rings are ''fiised rings." Sings 
that are joined through non-adjacent atoms are termed ^^ridgedT rings. Each of the rings of 
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the polycycle can be substituted with such substituents as described above, as for example, 
halogen, alkyl, aralkyl, alkenyl, alkynyl, cycloalkyl, hydroxyl, amino, nitro, sulfhydryl, imino, 
amido, caibonyl, carboxyl, ether, alkylthio, sulfpnyl, ketone, aldehyde, ester, a heterocyclyl, 
an aromatic or heteroaiomatic moiety, -CF3, -CN, or the like. Examples of such bridged 
5 heterocycles include quinucUdine, diazabicyclo[2.2. l]heptane. and 7- 
oxabicyclo[2.2.1]heptane, substituted piperazdne. 

As used herein, the tenn "amine" or "amino" refers to groups of the general formula - 
NRR*, wherein R and R* are each independently represented by but not limited to hydrogen, 
alkyl, cycloalkyl, alkenyl, aryl, heteroaryl, aralkyl, or heteroaralkyl. Example of the aniino 
group include, but are not limited to NH2, methylainine, ethylamine, dimethylamine, 
diethylamine, propylamine, benzylanjine and the like. 

As used herein, the term "acylamino" is art-recogqized and refers to a moiety that can 
be rqpresented by the general formula: 

,-*•■■.'■• ^ ,* ■ " . . - - ■ - ' 

15 wherein R and R* are each independently represented by but not limited to hydrogen, alkyl, 
cycloalkyl, alkenyl, jarjd, heteroaryl, heterocyclyl, araUcyl^ or heteroaralkyl. 

As used herein, the term "amido" is art-recognized as an amino-substituted caibonyl 
and includes a moiety.that can be represented by the general formula: 

20 wherein R and R* are each independently represented by but not limited to hydrogen, alkyl, 
cycloalkyl, alkenyl, aryl, heteroaryl, heterocyclyl, aralkyl, or hetm^aralkyl, or R and R' may 
formaring. 

As used herein, "alkoxy*' or "alkyloxy" represents an 
with the indicated number of carbon atoms attached &roug^ an oxygen bridge. Examples of 
25 alkoxy include, but are not limited to, methoxy, ethoxy, h-propoxy, isopropoxy, n-butoxy, 

isobutoxy, t-butoxy, n-pentoxy, isopentoxy, cyclopropylmethoxy,.allyloxy and propargyloxy. 
Similarly, "alkylthio" or 'thioalkoxy" represrat an alkyl group as defined above wifli the 
indicated number of caifoon atonis attached through a sulphur bridge. 



Wb 2004/081008 



PCT/SE2004/000351 



As used herein, the tenn "acyl" refers to groups of the of the general formula -C(=0)- 
R, wherein R is hydrogen, hydrocarbyl radical. Examples of acyl groups include, but are not 
. limited to acetyl, propionyl, benzoyl, phenyl acetyl. 

As used herein, the tenn ''carbonyl'" is ait rebd 
5 can be rqpresented by &e general fpnnula: 

■■ " o . . o'- . •- . 

wherein X is a bond or represents an oxygen or sulfur, and R represents a hydrogen, an aOcyly 
^ an alkenyl, -(CH2)m-R" ot a pharmaceutically acceptable salt, R' represents a hydrogen, an 
jalkyl, an alkenyl or -(GH2)m-R*% where ni is an integer less tiasai or equal to ten, and R'* is 

10 alkyl, cycloalkyl, alkenyl, aryl, or heteroaryLW^ : 
hydrogen, the formula repreisents an "estef *. Where X is an oxygen, and R is as defined 
above, the moiety is referred to herein as a caiboxyl group, and particularly when R* is a 
hydrogen^ the formula r^resents a "carboxylic acid." Where X is oxygen, and R* is a 
hydrogen, the formula represents a "formate,** In general, where the oxygen atom of the above 

15 fonnula is rqjlaced by sulfur, the fonnula represents a •'tWolcar^ Where X is a 

. sulfur and R and R* is not hydrogen, fte fomx^ 

and R is hydrogen, the formula represents a **thiolcarboxylic acid." Where X is sulfur and R* 

is hydrogen, the formula i^resents a "thiolformate." On the other hand, where X is a bond, 

and R is not a hydrogen, the above formula represents a "ketone" group^ Where X is a bond^ 

20 . and R is hydrogen, the above formula is represents an "aldehyde" group. 

As used herein, the term ''sulfonylamino" is art-recognized and refers to a moiety that 

can be represented by the general formula: 

' ■ " ' ^ O " 
II 

, ' — N-S-R' 

I 11 
R O 

wherein R and R* arc each indepoidently represented by but not limited to hydrogen, alkyl, 
25 cydoialkyl, alkenyl, aryl, heteroaryl, heterocyclyl, aralkyl, or heteroaralkyL 

As used herein, the temi '^siilfamoyl" is ait-recognized and refers to a moiety that can 
be represented by the geaieral formula: 

-r \. . 

o R 
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\dierein R and R* are each independently represented by but not limited to hydrogen, alkyl, 
cycloalkyl, alkenyU aryl, heteroaryl, heterocyclyl, aialkyl, or heteroaralkyl, or R and R* may 
form a ring. 

As used herein, the term "sulfonyr* is art-recognized and refers to a moiety that can be 

5 repTMented by the general formula: 

• O ■ -V- . : /. ■ " ^ ■ 

' ■ _ II 

■ •■ ' - • ^ ■-• . . . ■ • 

wherein R is represented by but hot limited to hydrogen, alkyl, cycloalkyl, alkenyl, aryl, 
heten>airyl, aralkyl, or heteroaralkyl. , 

As used herein, the term "sulfoxido" is art-recognia^ 
10 be represented by the general formula: 

: . . ' ' o • . • ■ ■ V 

II 

' — S-R ■ • ■ 
wherein R is represented by but not lin^ alkenyl, aryl, 

hbteroar^, aralkyl, or heteroaraUsyl. 

As used herein, "halo" or "halogen" refers to flubro, chlorp, hromb, and iodo. 

15 "Countcrion" is used to represent a small, negatively charged species such as chloride^ 
bromide,'hydroxide, acetate, sulfate, tosylate, benezensulfonate, and the like. 

As used herein, "haloaU^l" is intended to include both branched and straight-chain 
satmx&ted aliphatic hydrocarbon groups having the specific number of carbon atoms, 
substituted with 1 or more Wogen (for exampk^ 

20 E3camples of haloall<yl include, but are not 1^ 

pentafluoroethjd, pentachloroethyl, 2,2,2-trifluoroethyl, 2,2-difluoroethyl, heptafluoropropyl, 
and heptachlpropropjd. "Haloalkoxy" is intended to mean a haloalkyl group as defined above 
with the mdicated huniber of carbon atoms attached througji an oxygen bridge; for examplq 
trifluorometiioxy, pentafluoroethoxy, 2,2,2-trifluoroetiioxy, andtiie like. "HaloaDcylthio" is 

.25 intended to mean a haloalksd groiq> as defined above with the indicated numbier of carbon 
.atoms attached titrougji a isulphtrr bridge. 

As used hweini '*moieties" means alkyl; cycloalkjd; alkenyl; aDcynyl; alkjdcycloalkjd; 
cycloalkenjd; cycloalkynyl; aralkjd; aryl; heterocycle; polycyclyl; amine;acylamino; amido; 
alkox}r, acyl; carixm^ sulfpnylamino; sulfemoyl; sulfonyl; sulfoxide; halo; haloalkyl; 

30 haloalkoxy as these terms are defined herein; 
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As used herein^ the. phrase '^protecting group*' means temporary siibstituents which 
protect a potentiaUy reactive fimctional group from undesi^ 

Examples of such protecting groups include esters of carbdxylic acids, silyl efliers of alcohols, 
and acetals and ketals of aldehydes and ketones respectively. The field of protecting groiqp 
5 chemistry has been reviewed (Greene, T.W.; Wuts, P:GM. Protective Groups in Orgcmic 
^tftesM, S'^ ed ; Wiley: New York, 1999). 

As used herein, •'phannaceutically acceptable" is employed herein to refer to those 
compoxmds, materials, cpmi>ositions, and/of dosage forms which are, within the scope of 
sound medical judgment, suitable for use in contact with tiiie tissues of human beings and 
. 10 aniinals withoiit excessive toxicity, irritatioii, aUergic response, or o^^ 

r^nrpliharinTi^ noTnmeTtCTTTate witih a Tea5snnah1e benefityrisk ratih. 

As iised herein, "pharmaceuticaUy acceptable s?dts" refer to derivatives^^b^ 
disclosed compounds wherein the parent compound is modified by making acid or base salts 
thereof. Examples of pharmaceutically acceptable salts include, bixt are not limited to, mineral 

IS or oi^^c acid salts of basic residues such as amines; alkali or organic salts of acidic residues 
such as caiboxylic acids; and the like. The phannaceutically acceptable salts include the 
conventional non-toxic salts or the (piatemary ^minonium salts of the parent compound 
formed, for exanq>le, fiom non-toxic inorganic or organic acids. For example, such 
conventional non-toxic salts include those derived from inorganic acids such as hydrochloric, 

20 hydrobromic, sulfuric, sul&mic, phosphoric, nitric and the like; and the salts prepared from 
organic adds such as acetic, propionic, succinic, glycolic, stearic, lactic, maleic, tartaric, 
citric, ascorbic, palmitic^ nialeic, hydroxymaleic, phenylacetic^ glutamic, benzoic, salicylic, 
suIfaiuUc, 2-acetoxybenzoic, fmnaric, toluenesulfonic, metha^esulfonic, ethane disulfonic, . ; 
oxalic, isetiiionic, and the like. 

25 The phaimaceuticaUy acc^table salts of the present inveii^ 

from the parent compound that contains a. basic or acidic moiety by conventional chemical 
methods. Graerally, such salts can be prepared by reacting the free acid or base forms of these 
compounds with a stoiduonietiric amount of the appropriate base or add in water or in an 
organic solvent, or in a mixture of the two; generally, nonaqueous media like ether, ethyl 

30 acetate, ethanol, isopropanol, or acetonitrile arcpreferred. Lists of suitable salts are found in 
Remington's Pharmaceutical Sdraces, 1 7th ed.. Mack Publishing Company, Easton, Pa., . 
1985, p. 141 8, the disclosure of which is hereby incorjporated by ref 
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"Prodmgs'^are intended to include any covalently bonded 
active parent drug according to formula (I) in vivo when such prodrug is administered to a . 
mammalian subject. Prodrugs of a compound of formula (t) are prepared by modifying 
functional groups present in the con^und in such a way that the'modifications are cleave^ 
5 either in routine manipulation or in vivo, to the parent compound. Ptodrugs include ■ 

compounds of formula (I).wherein a hydroxy, amino, or sulfhydryl group is bonded to. imy 
group that, when the prodrug or compound of formula (I) is administered to a mammalian 
subject, cleaves to form a fiee hydroxyl, free amino, or free sulfhydryl groiq), respectively. 
Examples of prodrugs include, but are not limited to, acetate, formate and benzoatei 
1 0 derivatives of alcohol and amine frinctLonal groups in the coix^>ounds of formula (I), aiid j&e. 
^Kke.- , ' . [ ' ' ' ' ' ; .. ."" \ . :: 

"Stable compound" and "stable structure" are meant to indicate a compound that is 
sufBciently robust to survive isolation to a usefid degree of purity from a reaction mixture^ 
and formulation into an efficacious ther^eutic agent 
15 Detailed description of the invention 

^ In a first embodiment, the present invention provides noyiel compounds having formula 

" - (0:.- . . - - 



20 




wh^im . 

m is independently selected at each occurrence from 0,1 or 2; 
25 n is independently selected at each occuiraice fixim 0 or 1; 
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A is optionally substituted phenyl, optionally substituted phenol, optionally substituted 
heterocyclic; 

B is optionally substituted phenyl, optionally substituted phenol, optionally substituted 
heterocyclic; . r 

5 R*isH,OH,F,Cl,Br,I,NH2,-C(=<>)R''-C(=<^^ . 

C(=0)(CH2)2R^ C(=0)(CH2)3R^ -C(=0)NH(CH2)NH2. -C(=N3)NH(CH2)2tJH2, - 

C(<))]SIH(CH2)3N(CH3)2, <J(K))Mi(ai2)iNHdH3, 'Cji=<))imi^ - 

10 Xdh)u30H^^Ci^^ 

NHC(=0)OR, -(C6H4)NH-cyclpalkyl, -(C6H4)NH-optionally substituted heterocycle, - 
(C6H4)CH2NH-alkyl-6H, .(C6H4)N(G^^ 

optionally substituted N-alkyl, optionally substituted alkenyl, ojptionally substituted alkynyl, 

optionally substituted cycloalkyU optionally substituted cycloalkenyl, optionally siibstituted. 
IS cycloalkynyl, optionaUy substituted aiyl, qptionaUy substiti^^ 

heterocycle, or cptionaUy substituted fused heter 

is H, OH, F, CI, Br, I, NH2, (CH2)i-30H, -C(=0)OR", -C(=0)NHNH2, -ira(CH;Oi- 

3R*, -CH2NH(CH^i.3R% -NHC(=0)OR, optionally substituted alkyl, optionally substituted N- 

alkyl, optionaUy substituted alkenyl, optionaUy substituted alkynyl, option 
20 cycloalkyl, optionally substituted cycloalkenyl, optionally substituted cycloaUgrayl, optionally 

substituted aryl, optionally substituted alkoxy, optionally substituted heterocycle, or 

optionally substituted fused heterocycle. 

R^ is is H, OH, F, a, Br, I, NH2, CH3; 

R^ is H, OH, F, a, Br, I, NH2, R% OCH3, -C(M3)OR% .C(=<))lSn^ 

25 3R^<H2NH(CH2)i.3R^-NHC(K))OR^KC6^ 

(C6H4)CH2N(CH3XCH2)i.3R% -(C6H4KCH^ KC6H4)CH2NHR% - 

(C6H4)C(=K))R* -iC^ytmC(rO^^^^ hCC6H4)NHSC)2CH3, 
optionally substituted alkyl, optionally substituted N-alk^ optionally substituted alkenyl, 
optioiiaUy substituted alkynyl, optionaUy substituted cydoalkyl, optionaU 

30 cycloalken^ optionally substituted cycloalkynyl, optionally substituted aryl, optionally 
substituted alkoxy, optionally substituted heterocycle, or optionally substituted fused 
heterocycle; 
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is H, OH, F, CI, Br, I, NH2, OCH3. -C(=0)OR^ .G(=0)NHNH2, -NH(CH2)i.3R% - 
CH2NH(CH2)i.3R% -NHC(=0)OR^ optionally substituted alkyl, optionally substituted N- 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 
cycloalkyl, optionally substituted cycloalkenyl, optionally substituted cycloalkynyl, optionally 
5 substituted aryl, optionaUy substituted alkoxy, optionaUy substituted hetero 
optionally substituted fused heterocycle; 

R^ is H, OH, F, CI, Br, I, NH2, imGilfi alkyl, N(^^^ 
-(C6H4)CH2NR*R^ optionally substituted aryl; 

RMs H, OH, OCH3, Ci.6alkyl, C^alkoxy, NH2, ISffi 
10 optionally substititued phenyl, optionally substititued cycloalkyl, optionally substituted 5 or 6 
or 7 membered heterocycle having 1 or 2 oxygen or 1 or 2 nitrogoi or 1 nitrog^ and.l 
oxygen or 1 nitrogen and 1 sulfur or 1 oxygen and 1 sidfur ring atoms 
R^ is H, OH, OCH3, Ci^alkyl, Ci^alkoxy; 
R*" is optionally substituted C4-7 heterocycle; 
15 X is CH, substituted C, N, O, or any combination tibiereof; 

Y is CH, substituted C, N, O, or any combination thereof; 
Z is CH, substituted C, N, O, or any combination thereof; 

V is CH, substituted C, N, O, or any combination thereof; 
or a phaimaceutically aceptable salt thereof. / 

20 In a particular embodiment the present invention provides a compound having formula (f) 
as recited above wherein m is 0. 

In a particular embodiment die present invention provides a compound having formula (I) 
as recited above herein n is 0» 

In a particular embodiment the present invention provides a conipound having formula Q) 
25 as recited above wherein R* is -C(=0)R*' -C(=0)NHR^ C(=0)CH2R*' -C(=OXCH2)2R^ 
C(=OXCH2)3R% <:(K))NH(CH2)NH2. -C(-0)NH(CH2)2NH2, -C(K))NH(CH2)3NH2;- 
C(=<))NH(CH2)N(CHb^ <:(K))Ma(CT^ 
e(MD)NH(CH2)2NHCH3, -C(=<))M[^ 

C(=<))NHCH(CH3)CHiN(aH3k-C^^ ' 
30 : In a particular embodiment the present invention provides a con^ 

as recited above herein is NH2i CH3, or (CH2)i-30H, -(C6H4)NHcycloalkyl, 0(CH2)i- 
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3NH2, •(C6H4)NH-cycloalkyl, -(C6H4)NH-optionally substituted heterocycle, - 
(C6H4)CH2NH-alkyl.OH, -(CeH^ ^ 
In a particular embodiment the present invention provides a.compound having formula (0 
as recited above wherein is H or (CH2)i-30HL 

In a particular embodiment the present invention provides a compound having formula (t) 
as recited above wherein is H. 

In a particidar ^bodiment the present invention provides a compoimd having formula (J) 
as recited above wherein R^ is H, OCH3, KC6H4)CH2>m(CH2)^^^ 

(C6H4)CH2N(CH3)(CH2)i-3R% -(QH4)CH2R^ KC6H4)(R^a^2R^ KC6H4)^^^ - . 

(C6H4)C(=0)RMC6H4)NHC^=<))R% .(CeJI^^ 

optionaUy substituted aryl, or optionally substituted hetCTocycl^^ 

In a particular embodiment the present invention provides a compound having formula (I) 
as recited above wherein K* is halogen, or an optionally substituted 5-meriibered 
heterocycle wherein said substitution is selected firam -N(CH3)2, -rNCHaNCHa, -CH2NCH3, 
CH2-piperazine, or CH2-methylpiperaziiie. : 

In a particular embodiment the present invention provides a compound haying formula (I) 
as recited above wherein R'* is halogen or an optionally substituted furan, optionally 
substituted pyridine, or optionally substituted thiophene. 

In a particular embodiment the present invention provides a compound having formula (I) 
as recited above wherein R"* is optionally substituted furan, optionally substituted pyridine, 
or optionally substituted thiophene wherein said substitution is selected fipom -N(CIfc)2, - 
NCH2NGH3, -eH2NCH3> GH2-pq>erazine, CH2-meth3dpiperazine, 

In a particular embodiment tiie present invention provides a compound having formula (I) 
as recited above wherein R^ is H, OH, or OCH3. 

In a particular embodiment the present invention provides a compound having formula^ 
as recited above wherein R^ is H, -(C6H4)CH2R^ -(C6H4)CH2NR'*R^ 
In a particular embodiment the present invention provides a compound having formula (S) 
as recited above whCTein X is CH or N. . 

In a particular embodiment the present invention provides a cqnq>ound having fotmula (I) 
as recited above wherein Y is CH or N. 

In a particular embodiment the present invention provides a compound having formula (T) 
as recited above wherein Z is CH or N. 
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In a particular embodiment the present invention provides ai compound having formula (I) 
as i^ited above wherein V is an optionally substituted carbon. 

In a particular embodiment the present invention provides a compound having formula (I) 
as recited above wherein: > . 




misOorl; 
:n is 0; 



R* is NH2, CH3, or (CH2)i-30H; -(C6H4)l^cycloalkyl, 0(CH2)i.3NH2i -(Cfi^^ 
> cycloalkyl, -(C6H4)NH-opti6nally substituted heterocycle, -(C6H4)CH2NH-alkyl-OH, - 
(C6H4)N(CH3)2, -O-alkyl-NHa; 
10 R^isHor(CH2)i.30H; 

^ R^isH; . ■ ;' . ; ■ . 

R* is OGH3, -(C6H4)GH2NH(CH2)ioR\ -(C6H4)CH2N(CH3)(CH2)i.3R% 
(C6H4)CH2R% -(G6H4)(R'0CH2R", -(C6H4)CH2 NEIR" -(C6H4)C(=0)R» - 
(C6H4)NHC(K))RV<C6H4)a^2^^H(GH2)l.3R°R^<C6HU)^ 
IS substituted aryl, or optionally substituted heterocycle; 

R^isH,OH,orOCH3; 
R*' is H; >(C6H4)CH2R', hCC6H4)CH2NR''R*'; 
. R' is OH, OCH3, Ci-ealkyl, NH2, NHCH3, N(CH3)2, CRiCiCRyh, optionally . . 
substititued cycloalk^, optioiiaUy substituted 5 or 6 or 7 membered heteraicycle 
2Q having 1 or 2 oxy^n, or 1 or 2 nitrogen, or 1 nitrogen and 1 oxygen, or 1 nitrogen and 



In a particular embodiment the present invention provides a compound having formula (I) 
25 as recited above whCTein: 



R' is -C(=0)R'^ -C(=0)NHR^ C(=<))CH2R° -C(=OXCH2)2R°, C(=OXCH2)3R°. - 

30 C(K))NH(ai2)N(CH3)2. -C(K))NH(ai2)2N(CH3)2, -C(=^^ - 
C(K))NH(ai2)2NHCH3, -C(K))hfH(CH2)30H. -C(==0)NHNH2. - 



1 siilfur, or 1 oxygen and 1 sulfur ring atoms; 
R*" is OH. OCH3. Ci.6alkyl; 
X,Y.ZandVareCH. 



mis 1; 
nisO; 



R^isH; 
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R^isH; • 
R"^ is halogen, or an optionally substitated SrmOTibe^ 

R^isH; \ -.; \ - 

;.R^isH; .. ■ ^ ;. /; 
5 XY,ZandVareCH, 

In a particular embodiment the present invendph provides a compound having formula Q) 
as ledted above where 

mis 1; ■ \ " . ■ : - : . v:y- - ; 

.... -^nisO;. ■ ' . ■ " " " ' ■ \:yr ' \- . ■ ■ - ' ■ • - 

10 is -C(=0)R*' -C(=0)]SIHR^ Ci=OyCRJSi^ -C(=OXCH2)2R^ C(=0)(CH2)3R^ - 

C(=<))NH(CM2)NH2, -C(^^ 

, C(K))NH(CH2)N(CH3)2. -C(K))NH(CH2)2N(CH3)2, -C0K))NH(CH2)3N(CaH3)2, - 

15 R^islt • " ■ - • 

R^isH; 

R^ is halo^n, or an-optipnaUy substitiited 5^ 
substitution is selected ftom -NCCHa -CH2-piperazine or - 

CH2--niethylpiperazine. 
20 R^isH; 

R^is H; - 

XiY^ZandVareCaH. • - , = 

— In a particular embodiment the present invention provides a conap^oToid having formula (I) as 
recited above selected fix>m: 
25 5-meth3d[lA4]triazolo[4,3-a]quinolin-l(2H)-one; 
5, 9-dimethyl[l A4]tria2»lo[43-a]quinolin-l(2I^ 
8-me&oxy-5-methyl[l^,4]triazolb[43-a]quinolin-l(2H^ 
. 8-£hioro-5-methyl[l A4]triaMlo[4j3-a]quiiu)lin-l(2H)-one; ' 
5-bromo-5^ydroxymefliyI)[lA4]triazolo[4^-a]quinq 
30 [lA4]triazolo[4^-a]quinolin-l(2H)Kme; 

e1hyl-7-bromo- 1 -oxo- 1 ^-dihydro[ 1 A4]triazolo[4;j-a]quin61jne-5-carboxylate; 
E&jd-7-methyl-l-oxo-l^-dihydro[lA4]triazolo[4^-a]quinoline-5-c^ 
7-me^yl-l^xo-l^-^ydro[l^,4]triazolo[43-a]qumoli^ 
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5-amino[l ,2,4]triazolo[4>a]qumoli^^ 

5-ammo-7-bromp[lA4]tria2olo[4,3-a]qi^ 

7-met]ioxy-5-mefliyl[lA4]triazolb[4,3-a^^ 

7-hy<hoxy-5-mcthyl[lA4]triazolo[4i3-a]qu^ 
5 8-liydioxy-5-methyl[lA4]triazolo[4>a]q^ 

5J-dimethyl[lA4itriazolo[4,3-a]qmnolin^ 

5,8-dimefliyl[lA4]triazoio[4,3-a]quinoto^ 

9-hydix>xy[lA4]triazolo[43;;a]q^ 

T-birt3d-7-bromo-lK>xo-i;2-Klihydix>[l^,4]t^ 
10 7,8-^ydioxy-5-iiiiBdiyl[l,2,4]tria2^^ 

73-metho3^5-meffiyl[lA4]tria^^ 

7,8-iniBfhoxy[lA4]triazolo[4;3-a]qiimolm^ 

7,8-dihydr6xy[l ;2,4]triazol6[43-a]qumolm^ 

5-cliloro[l^,4]triazolo[4,3-a]quinolin-l(2H)-^^ 
15 lHDxo-l^-^ydio[l,2,4]tnazolo[4,3-a]quin6to^ 

7-bromo-5-methyl[l>2,4]triaTO 

7-iodo-5-metliyl[lA4]triazolo[43-a]quiholm^^ " . ^ . 

7- (3-aiiimophen3d)-5-methyl[lA4]triazolo[43-a]c^ 
7<3-hydn)xyphenyl)-5^metliyi[i;2,4]triazolo[4^^ 

20 8-(3-hydroxyphenyi)-5-me1iiyl[l^,4]triazolo[4,3-a]quino 

8- [3-(hydroxymetiiyl)phenyl-5-methylti;2,4]triazolo[^^^ 
8-[4-0iydroxymefliyl)phen3d-5-m^ 
8<3-aininophenyI>5-methyl[l A4itiiiazol^^ 
5-(3-aminophen)d)[ 1 A4]triazblo[43-a]quin6lin^ 

25 5-[4-0iy<lroxymettiyl)phenyl[lA4]triazolo[43^^^ 

EAyl 7.me4yl-lK)X<>-lv2-^ydro[l^ ■ 

5-ammo-7K3-aminophenyl)[lA4]tria^ 

7<2^hydioxypheriyl>5-methyl[i;2,4]triazoto^^ 

4^armno[l A4]tiiazolo[43-a]qumoto^ 
30 5-anim<H7-<3-hydroxyphenyl)[l^,4]tria^ 

5-amino-7-[3-(hydioxyme1hyl)phenyI][lA4]triazolo[4,3-a]qi^ 

5-(l-benzotMen.2-yI)[lA4]tria2©lo[4>a]qum 

5-[3-0iy<ln)xymethyl)ph€m)d][lA4]triazoto^^ 
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5-[(E)-2-(4-cWon)phenyl)vmyl] [ 1 ,2,4]triazolo[43-a]qim 
5-(2,4-dihydroxyphenyl)[l ^,4]triazolo[4,3-^^ 
7<2-hydroxyplienyl)[l^,4]triazolo[43-a]quinoli^^ 
5-(2-furyl)[lA4]triazolo[4,3-a]quinolm^ 
5 7-(2j4-dihydcoxyphenyl>5-methyl[i;2,4]tri^^ 
5-phenyl[l,2,4]triazolo[43-a]quinolin-l(2H)-one; 
5-{[2<3,4-dimethoxyphenyl)e&yl]aiiimo}[^^^ 

5-[2,6-difhioix)beiizyl)amino][i;2,4]t^ ' ' 

Ethyl l-oxo-l^-dihydro[l A4]triazolo[4,3-a]qumoM^ 
10 5-/4-{[(2-pyridm-2-ylethyl)aminp]methyl}phenyy[l^ 
5-/4-{ [(2-hydroxyethyl)ainino]methyl}pheny 
8-bromo-l-oxo-l,2-dihydro[l,2,4]triazolo[4,3-a]qiim 

7- [(4-hydiDxymethyl)phenyl]-5-methyl[l,2,4]tri 
5.(4-[(4.methylpipera2dn-l-)d)methyl]phe^^^^ 

15 5-(bOTzylainino>7-bromo[lA4]triazolo[43-^^^ - 
Etiiyl 7-methoxy-l-oxo-l^Klihydro[l^,4]Mazolo^ 
5-[4-^([3-(dimethylaixuno)propyl]ainino} 

one; ' / ■ ■ 

5-^4«{[(3.inoipholm-4-ylprapyl)ammo]methyl) 
20 one; 

5-ammo-7-niethyl[l,2,4]triazolo[4,3-a]qiiinolm-l(2H)K^ 

T-butyl 7-nieflioxy-l-oxo-l^-dihydro[l A4]triazolo[4,3-^^ caibanciate; y 

5-ammo-7-niethoxy[lA4]triazolo[4,3-a]qirinolm-l(2H^ 

8- dimefliylamino-5-nieAyl[l,2,4]triazoIo[4,3-a]qa^ : 
25 5-ammo-8-[4-(hydroxymeAyl>phen3d][lA4]triazo 

5^;4-{[(2S)-2-(hydroxyniethyl)pyiioUdm-l-^^^ 
l^Hhone; 

5-[4-({[l-0iydn)xyniefliyI>2-metfiylpr^ 
a]qiimolin-l (2H)-one; 
30 5<4-{[4-(3-inethylphenyl)piperazin-l-yl]nietiiyl^^^^ 
one; 

7.[4-({[3-(d2me&3dammo)pix>pyI]ammo}mea^^ 
a]qiimolin-l(2H)-one; 
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5-methyl-7-(4-{ [(3-morpholin-4-ylpropyl)ammo]me 
a]qumolm-l(2E^one; 

5-melliyl-7-(4-{[(2-pyridm^2-ylethyl)aimho]^ 

l(2H)-one; . ^ 

5 7<4-{[(2-hydn)xyeth3^)aimno]meth3d 
one; 

, 5-methyl-7-{4-[(4^me11iylpiperazin-l-yl)me^ 

one; • " \ . 

7^4^i[(2S>2-<hydroxym^yi)pym>Kdin-l-^^^ 
10 a]quinolin^l(2H)-one; 

7-[4-({[l-0iydK>xymefliy^2-metli^ 

me^yl[ 1 ^,4]tiiazolo[43-a]qamolin-l(2E^ne; 

7H(4-{[etiiyl(pyridin-4-ylmethyl)a^^ 

ajquinolin- 1 (2H)-one; 
15 5-metiiyl-7-[4-({[3-(2^xopyiroKdm-l-yl)propylla^^ 

a]quinolin- 1 (2H)-one; 

5-methyl-7-[4-({443-(triflu6n)methyl)phenyl]pi 
yl}methyl)phenyl][l^,4]triazolo[4,3-a]qumolm-l(2H)-one; 
7-{4-[(isobutylarnino)methyi]phmyl}-5-methyl[l,2,4]triaM 
20 5-[3-<{[3-(dimethylainmo)pn)pyl]amino}me1hyl)-4-m 
a]quinolin-l(2H)-one; 

5-ammo-8-[3H^ydn)xymefliyl)phenyl] [1 ^,4]triazolo[4,3-a]qum 
5-{3-[(dimethylamino)methyl]pfie^^ 
5-{4-[(dimethylamino)methyl]phenyl}[i;2,4]triazolo[43 
25 8-[3-<dimetliyIammo)phenyl]-5-meayi[i;2,4]triazolo[4^ 
5-methyl-7-[4.({[2-<lH-pyiiol-l-yl)phOTyl]ammo}meth^ 
a]quinolin-l (2H)-one; 

3-hydroxy-2-<l-oxo-l,2-KHhydn)[l^,4]triazo 
7-[4-<{ [3<lH-miidazoW-yl)pix>p^]aiimio}m^ 
30 a]qmnolin-l(2H)-one; • 

5*(4-methoxy-3-{[(2-{>yridin-2-yletliyl)aniino]meihyl}ph 
l(2H)-one; 
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5-[3-({[l-(hydroxymethyl)-2-methylpropyl]atnino}methy ' 
methoxyphenyl] [ 1 ^,4]triazolb[4,3-a]quinolin- 1 (2H)-one; 
5-{4-methoxy-3-[(4-iiiethylpipCTazm-l-yl)meth^ 
l(2H)-one; 

5 5-<3-{[(2R)-2-0iydroxymethyl^yn:oUd^^ 
a]qiimolm-l (2H)-oiie; 
5-[2t({ [3-<dimethylamino)prDpyl]ammo}m 
a]qiiinolin- 1 (2H)-oiie; 

5-(2-{[(2S>2-(hydioxyme1iiyl)pyiiolidin-l-ylJ^ 
10 a]qtiinolin-l(2H)-one; 

5-(2-mefhoxy-6-{[(2^pyridin-2-ylethyl)ainmo]metli^ . 
l(2H>.one; 

S-{2-methoxy-6-[(4-methylpipeiazin--l*-yl)met^^ , 
l(2H)-one; 

15 5-[4-({ [3-(lH-iinidazol-l-yl)propyI]aininp}mefhyl)ph ,2,4]triazolo[4»3-a]qimiolm- . 
l(2H)-one; 

5-^4-{ [cthyl(pyridm-4-ylmethyl)aimnb]mefliyl)^ 
one; . . * 

5-[4-({[3-(2-oxopyrroHdin-l-yl)piopyl]anmo}met^^ 
20 l(2H)-one; 

5-[4-({[2-(lH-pym>l-l-yl)phenyl]amino}methyl)^^ 

5-(4-hydioxy-3-{[(2R)-2-(hydroxyme1iiyl)pyrro 
a]qiiiiiolin-l(2H)-one; 
25 5-t4-hydTOxy-3-({[l--(hydroxymethyl>2- 

methylpropyl]aimno}methyl)phenyl][ 1 ^,4]Mazolo[43^ 

5-(2-hydn)xy-6-{[(2S)-2-(hydroxymeth3d)py^ 

a]qiiin6lm-l(2H)-oiie; 

5-{2-hydn>xy-6-[(4-me&ylpiperazm-l-yl)methyi^^ 
30 l(2H)-one; 

5-[4-({[4-(4-methylpiperazmrl-yl)phenyl]ainmp}methyl^ 
a]qumoIiii-l(2H)-one; 
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5-(4-{ [methyl(2-pyridin-2-ylethyl)ajiimo]meth^ 
l(2H)-one; 

5K'^{[(2-furylmetliyl)ainmo]^^ 
5-(4-{ [(3-fliryimethyl)amino]metiiyl}piie^^ 
5 5-{4-[({2-[({54(dimethyIammo)methyl]-2- 

furyl}methyl)thio]ethyl}amino)methyl]phenyl}[l^ 
5-<4-{[(2,3-dihydip-l-beiizofuran-3-ylmethy^^ 
, a3qiiiiiolin-l(2H)-one; 
M4K{[(l-niethyl-lH-pyrrol-2-yl)me11iyl]ai^ 
10 .a]qpmolin-l(2H)-one; 

5-[4-({ [2-(4-ben2ylpiperazm-l-yl)ethyl]aimiib}m 

l(2H)-onc; ' 
5-(4-{[(pyridin-4-ylme1hyl)aiiimo]metliyl}phenyl)[^ 
H4-{[(4-moiphpMn-4-ylphenyl)aoainp]met^^ 
15 one; . ' • ; ■ " ^" ' . , ^ .. . - ' 

5-ainino-8-bromo[ 1 ^,4]triarolo[4,3-a] quinolin- 1 (2^ 
7^4-{[4-(hydroxyniethyl)piperidin-l-yl]mefliyy^ 
alquinolin- 1 (2H)-one ; 

5-(4-{[4-0iydroxymethyl)piperidin-l-yllmeA^^ 
20 one; 

7-(4-{[(2-£urylmetiiyl)ammp]metliyi}ph^^ 

one;. . • " - ■• ^ 

5-(4-{[4-(2-hydroxyethyl)piperid^^ 

one; 

25 5-{4-[(4-pyndm-2-ylpipera2m-l-yl)methyl]phenyl}[^ 
5-[4-({4-[4-(tiifliioronietfiyI)pyrimidin-2-yl]-l,4-d^ 
yl }nie&yl)phenyl] [ 1 A4]triazolo[4,3-a]qum6l^^ 

4- [4-(l-oxo-l^-<lihydro[l^,4]triazolo[4^-a]qiimol^^ 

4^[4-(l -oxo- 1 ^-KJihydJX)[ 1 A4]tria2olo[43-^^ 
30 5-(4-{[(piperidin-4-^toethyi)ammo]niethyl}ph^^ 

5- (4-{[4-(2-hydi:oxyethyi>l,4Hliazq)an-l-yl]niettiyl}ph^ 
l(2H)-one; 
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5-[4-({4-[3^1jQiXH5-(trifluoromethyl)pyridm-2-yl]-l^ 
yl}methyl)phenyl][l,2,4]triazolo[4,3-a]quinolm^ 
5-(4-{[4r^(3-iutropyridSm-2-yl)-l,4-diazepan-l-^^^ 

alquinolm-l(2H)-one; ; 
5 7-(4-methoxy-3-{[(3-moipholin-4-ylpropyl)aimno]^ 

methyl[lA4]triazolo[43-a]qiiinolin-l(2H)-on^ 

H3-{[(2-hydroxyefliyl)an±io]methyl}-4-meA^ 

a]iq[uinolin-l (2H)-one; 

7"(4-methoxy-3-{[(2-pyridin-2-ylethyl)anim 
10 a]qumolin-l(2H)-one; 

7- (3-{[4-(2-hydroxyethyl)piperidin-l-yl]methyl}-4-m 
methyli 1 ,2,4]triazolo[4,3-a]qumoIin- 1 (2H)-one; 
7r{3-[({2-[({54(dimethylamino)methyl3-2-furyl} 
methoxyphenyl}-5-methyl[ 1 ^,4]triazolo[4,3-a]qim 

15 5-{2-[({2-[({5-[(dimethylammp)methyl]-2-f^ 

methoxyphenyl} [ 1 ^,4itriazolo[4,3-a]quinolin- 1 (2H^ 

5-{2-methoxy-6^[(4-pyridin-2-ylpq)erazin-l-yl^^ 

l(2I^one; 

5-(3"{[(3-furylmethyl)aniinQ]methyl}^ 
20 one; 

5-{3-[({2-[((5-[(dimethylaniino)methyl]-2-fu^ 
metiioxyphenyl} [ 1 ^,4]triazolo[4,3-a]quino^^ 

5-[3-{{ [2-(4-benzylpiperaziii-l-yl)ethyl]aiimio}methyl)^ ^,4]triazdlo[43- 
a]qumolin- 1 (2H3-one; 
25 5-{4-metiioxy-3-[(4-pyridin-2-ylpiperazin 
l(2H)^ne; 

8- cUoro-7-metlioxy-5-methyl[ 1 A4] triaTOlo[4,3-a]quinol^^ 

7- metho3Qr-5-methyl-8-pyridm-4-yl[l i2,4]tiiaz 

8- [3-(benz5doxy)phen3d]-7-methoxyr5-meth^[l 

30 7'Tinelhoxy-8-[4-(methoxymetliyl)phenyl]-5-mefliyl[l^^ 

Teit-butyl 3-(7-methoxy-5-methyi-lK)xo-l^-dihydro[l A4]triazolo[4;3-a] 
>i)benzyicarbamate; 

8-[4-<ainmom^yI)ph^yl]-7-metho3Qr-5-meto ,2,4]triazolo[4^-a]qiiinolm-l(2H5Kme 
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4-methoxy-3-(7-me&oxy-5-methyl-l-oxo-l^-dihydio[lA4]tri 
yl)beiizaldehydej 

8-(3,4-dimethoxyphenyl)-7-metlioxy-^ 
8-(3HjWoip-4-fluorophenyl)-7rmethoxy-5-methyl[li2,4^ 
5 8-[4-((iimethylammo)phenyl]-7-methoxy-5-methyl[l,2,^^ 
8-(3-aminophenyl)-7-methoxy-5»methyl[lj2,4]tr^^ 
8-(2,6-dimethoxyphenyl)-7-methoxy-5-methyl[l 

7- methoxy-8^3^methoxyphenyl)-5-meiliyl[lj2,4]triazolot43-a]^ 

8- (4-cUorophenyl)-7-methoxy-5-methyl[lA4]triaz61o[4^ 
10 7^methoxy-8-[3-<methoxymethyl)phenyl]-5-methyl[l^,4]1ri 

8-[3-(hydroxymethyl)phenyl]-7-metiioxy-5rmethyl[l,2,4^ 
8-[4HTiydroxymethyl)phenyl]-7-methoxy-5-methyl[l,2,^^ 

8-[3-(aininomethyl)phenyl]-7-methoxy-5-mefhyl[l ^,4]triazolo[4,3-a]quinolin-l(2H)H>ne; 
8-<3-{[(2-hydroxyethyl)ainino]methyl}phenyl>7-mefh^ 
15 a]qiiinolin-l(2H)-one; 

7- ineiflioxy-5-metfiyl-8-[3-({[(l-methyl-lH-pym)l-2-yl)^ 
[lA4]triazolo[4,3-a]qtiiiiolin-l(2H)-one; 

8- (3-{[4^2-hydn)xyethyl)pipaidm-l-yl]m 
methyl[ 1 A4]tiiazolo[4,3-a]qumolin- 1 (2H)K)ne ; 

20 7-methoxy-S-methyl-8-(3-{[(pyndin-4^ylmethyl^ 
a]qumolin--l (2H)-oiib; 
8-{3-[(isobutylaix]mo)mefhyl]phenyl}-7^^ 

l(2H)-one;. - \ . 

7- metiioxy-5-methyl-8-(3-{ [(3-morpholin-4- 

25 ylpropyl)airiino]methyl}phenyl)[l^,4]triazolo[43-a]qim 

8- ^3-{ [4^ydroxymethyl)piperidin- I-yI]methyl}phen^ 
methjd[l^,4]triazolo[43-a]quinolm-l(2H)^ 
8-[3-{{[3-(lH-imidazol-l-yl)propyl]amino}mefliyl)phenyl]-7-i^^ 
methyl[l A4]triazolo[4;3-a]quinoliii-l(2H)-OM^ 

30 8-(3-{[(3K:Uc)robenzy])a]nino]mefh^>phenyl)-7-m 
a]qumolm-l(2H)-one; 
7-meflioxy-5-methyl-8-[3-<{metii)4[2- 
(inetfa^amiiio)ethyl]amino}methyQp]iimyI][l^,4]^^ 
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8-(4-methoxyphenyl)-5-methyl[l,2,4]triazolo[43-a]qumolm-l(2H)-one; 

5-hydroxy-8-[4-(hy<froxymethyl)phenyl][l,2,4]triazolo[4,3-a]quiiK>lin-l(2H^ 

5-methyl-8-pyridin-4-yl[lv2,4]tria2olo[43-a]qumolin-l(2H)^ 

7- hydroxy-8-[2-(hy<froxymethyl)phenyl]-5-methyl[l,2,4]triazolo[4,3-a]^^^ 
5 8-[3-(ammomethyl)phenyl]-7-hydroxy-5-me&yi[ia,4]triazolo[43.^^ 

8- [3-({[3-(dimethylamiiio)propyl]ainmo}methyi)phraiyl]^^^ 
metliyl[lA4]triazolo[43-a]quinolin-l(2H)-one; 
8-[3-({[3-(dimethylammo)propyl]aiiiino}methjd)i4rme^ 
methyl[ li2,4]triazolo[4,3-a]quinolin-l (2I^ne; 

10 7-meth6xy-8-{4-methoxy-3-[(4-methylpiperazm-l-yl)mel^^ 
metiiyl[l^,4]tria2olo[43-a]q[uindlin-l(2H)-one; 
H3-{[(2-liydn>xyethyl)amino]me&yl}-4-merthoxypheaiyl)-7-mea 
methyl(lA4]tiia2olo[43;a]qumolin-l(2H)-one; ■ - 

7-mettoxy-5-meaiyl-8-<lH-pyirol-2-yl)[l A4]1riazolo[43-a]quinolm-l(2H)-^^^^ 
15 N-[4-(5-meAyl-l-oxo-l^-dfliydro[l,2,4]triazolo[43-a]qumolm-8-yl^^ 
5-methyl-8-lhien-2-yl[lA4]Mazolo[4>a]qpiinoM 
5-amino-8-thien-2-yl[i;2,4]triazolo[43-a]qiimoMn-l(2H)-<>iie; 
5-amino-8-(2-irayl)[l^,4]tnazolo[4>a]qumoln^ 

5-methyl-8-(lH-pyn-ol-2-yl)[l^,4]tiiazolo(4,3-a]qumolin-l(2H)-one; 
20 8-{2-fuiyl)-5-methyl[lA4]triazolo[4>a]quinolm-l(2H)-dne; j > . 

5-aimno-8-thien-3-yi[i;2,4]lriazolo[4>a]quinolm-l(2H><>M^ 

5-ipetiiyl-8-thien-3-yl[l^,4]tria2»lo[4,3-a]qui^^ 
. N^-<limethyl-3-(5-ine%l-l-ox(^l^-dihydro[lA4]triazolo[43-a]qim^ 

5-{4-[(cyclopentylainino)mefliyl]phenyl}[r;2,4]triazolo[43-a]qum 
25 5-(4-{[(tetrahydiofuran-2-ylmefliy0iaiiuno]meth34}^ 

l(2H)-one; • 

M4-{[(2-hydiTOypR)pyI)ammo]mefli3^}phenyl)[p,4]triazol^^^ 
T-birtyI4^{[4-(l-oxo-l^-d2iydrptlA4]tria2»lo[4,3-^^ . 
yl)bei]zyl]ainmo}piperidiiie-l-cazboxylate; 
30. 7-hydioxy-8-(2-{[(2-hydn»xypropyi)ammojitte%l}^^ 
a]quinolin-l(2H)-one; 

7- hydioxy-5-metiiyl-8-phenyl[i;2,4]triazolo[4,3-a]quinoIiit-l(2H^ . 

8- (4-cMoiophenyl>7-hydn)3cy-5-nKrthyi[lA4]ttiazolo[43-a3qii^ ■ 
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8<3-<:moro-4-fluorophenyl>7-hydroxy-5-mefliyl[l^,4]^^ 

8-[4-(dimethylamino)phenyl]-7-hydiX)xy-5-methyl[l,^ 

8<3-aminopheaiyl>7-hydroxy-5-methyl[l^,4]tri 

7- hydroxy-8-(2-methoxypyridiii-4-yl>5-meth^^ 

5 5-(3«aminopjX)poxy)[l^,4]1riazolo[43-a]qumolm-U 

8K2-aminophenyl)-7rhydroxy-5-methyl[l^,4]tri : . 

8- {2-[(cyclopentylainmo)methyl]phenyl}-^^^ 
l(2H)-one; 

7-hydn)xy-8"(3-hydroxyphenyl)-5-me1ftyl[I^^ 
10 7-hydroxy-5-methyl-8-[3K{methyl[2^;metiiyl^^ 
tlA4]triazolo[4>a]quinolm-l(2H^ 

7- hydroxy-8-t3-<{ [3-(lH-inudazol- 1 -yl)propyl]a^ 
methyl[lA4]triazolo[4,3-a]quinolin-l(2H^ 

8- [3K{ [3-(dimethylamino)propyl]aininp}met^^ 
15 methyl[lA4]tiiazolo[43-a]quinolin-l(2H)^ 

7-hydroxy-5-methyl-8-(3-{ [(pyridih-4-yImeth3d)amino]metliyl}ph^ 
a]qninolin- 1 (2H)-one; 

4- aniino-8-[4-(>ydi:oxymethyl)pheny^^ 
7-hydroxy-5-methyl-8-(3-{[(3-moipholin-4-yIpix>^^^^ 

20 [lA4]triazolo[43-a]quinolin-l(2H)-one; 

H3-{ [(3-K5lilorobeiizyl)amino]methyi}phenyI>7-hy^^ 
[43-a]quiiiolin-l (2H)-one; 

5- [3-<{[2-<4-benzylpiperazin.l^^^ 
a]qtimolin-l(2H)-one; 

25 5r{2-hydroxy-^[(4-pyridin-2-ylpq>erazin-l-yOm 
[4,3-a]qumolm-l(2HF)-one; 
H2K{ [2-(4-beiizylpq)€Tazin-r 
a]qiimolin- 1 (2H)-one; 

4- amino-8-tMet^-2-54[lA4]tiia2olo[43.a]qi^ 

30 4-amincK8-[3-(hydioxyme&yl)phen3d][i^^^ ' 

6- [3-(aimaomcfhyl)phenyi][lA4]tiia2oIo[4,3-a]qum 

5- (hydn)xymefliyl)-8-[3-(hydiDxymeaiyl)phenyl^^^ 
l(2H>one; - ^ 
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8-(3-aiiiinophenyl)-5-(hydroxymethyI)-7-metho^^ 
[4,3-a]quinoliii-l(2H)-one; 

7- hydroxy-5-(hydroxymethyl)-8-[2-0iydrox^^ 

[4,3-a]quinolin-l(2I^-one; - 
5 7-hydroxy-5-(hydroxymetliyl>843r(hydioxym^ 
[4,3-a]quinolmrl(2H)-one; 

8- (3-mimopWyl)-7-hydroxy-5-0iydroxymethyl)^^^ .V 
[4,3-a] quinolin- 1 (2H)-6ne; 

>{3-[(cyclohexylammo)methyl]phenyl}[^^ — *:?r' 
10 6-{3-[(cyclppentylamino)methyl]phenyl}[lA4]tria^^ ? 
6-(3-{ [(tetrahydrofiu:an-2-ylmetfiyl^ 
[4,3-a]qumolin- 1 (2H)-one; 
6-(3-{[4-(hydroxymetiiyl)piperidin-l-yl]me^^^ 
[4,3-a]qiunolin- 1 (2H)-one; 
15 4-(hydroxymethyl)-8-pyridm-4-yl[lA4]txiazoto^^ 
8-(3-ftiiyl)-5-methyl[lA4]tiiazolo[^^^^^ 
6-{3-[(isobutylamino)me1hyl]pheayl}[l,^^^ 
6<3-{[4<2-hydroxyetfiyl)-l,4-diazepan-^ 
[4,3-a]qumolin- 1 (2H)-one; 
20 8-(2-aininophenyI)-7-hydroxy--5-(hydroxymethjd)[l^,4]t^ 
6-(4-hydroxy-3-{ [(tetrahydrofuran-2-yto^ 

[lA4]tria2X)lo[4,3-a]quinolin-l(2H)-one; ; : X 

6- {4-hydn)xy-3-[Csobutylamino)methyl]phe^^^^ 

4- (hydroxymethyl>8-tWen-2.yl[lA4]triazolo[43-^^ 
25 5-(liydroxymethyl)-8-tHen-2-yl[l^,4]tria2X) 

5- (hydroxymethyl)-8-tMen-3-yl[l A4]triazolo[4^-^^ 
. 7-methoxy-5-methyl-8-tiiien-3-yl[lA4]triazolo[^^^ 

7- hydioxy-5-meayl-8-Aien-3-yl[lA4]triazolo[43 
5-amino-7-hydroxy-8-tiuen-3-yl[lA4]triazolo[4^^^ 

30 N-[3-(5.mettiyl-lroxo-i;2-^ydiDtlA4]tito 
jd)phenyi]methanesulfonamide; 

5-amino-8-(lH-pyrrol-2-yl)[lA4]triazolo[43-a]quinol^^ ^ 
5-(hydioxymetiiyl>8-(lH-pynx>l-2-yl)[i;2,4]tri^ * 
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5-methyl-8-(lH-pyra2ol-4-yl)[l,2,4]triaz61o[43-a]quM^^ 
5-amino-8-(lH-pyraTOl-4-yl)[i;2,4]triazolo[43-a]q^ 
5-aiiiino-8-(3-furyl)[i;2,4]triazQlo[4,3-a]q^ 
5-methyl-8-(4-methylthien-2.)d)il^,4]triazolo[^^ 
5 8-[5-(hydroxymethyl)fluen-2-yl]-5-methyl[lA4]t^ : 
8-[5-(l-hydroxyethyl)tWen-2-yl]-5-methyl[l^,4]tria^^^ 
Tcrt-butyl 4-{[(l-oxo-8-thien-3-yl-l^-dabiy 
yl)ammo]methyl}piperidine-l-caiboxylate; 
8-bromcH5-(hydroxymethyl)[l^,4]triazol^^ 
10 7-methpxy-8-[4-methoxy-3-({[(l-me&yl-lH-pyirol-2-yl)metl^^ 
methyl[lA4]triazolo[4,3-a]qumolin-l(2H)K)ne; 

7- methoxy-8-(4-methoxy-3-{[(pyridin-4-ylmethyl)ai^ 
methyl[lA4]triazolo[4,3-a]qiiinolm-l(2B0^^ 

8- (3-{[4-(2-hydroxyethyl)piperidin-l-yl]me11iyl}-^ 
15 methyl[IA4]triazolo[4>a]qumolm-l(2t^ 

7- methoxy-8-(4-methoxy-3-{[(2-pyridin-2-ylethyl)aii^ 
me&yl[i;2,4]Mazolo[4i3-a]quinolin-l(2H)K)n6; 

8- (3-{[4-(hydroxymethyl)pipOTdm-l-yl]methyl}H^ 
me11iyl[l ^,4]triazolo[43-a]qumolin-l(2 

20 7-inetiioxy-8-<4-methoxy-3-{[(2-methoxyethyl)^^ 
metiiyl[l^,4]triazolo[43-a]qumolin-l (2H)-OM 
7>methoxy-8-(3-{[(2-methDxyethyl)a^ 
a]quinolm*-l(2H><>iie; 

8-{3-[(cyclopentylamino)methyi]-4-meflioxy^^ 
25 a]qiimolin-l(2H)-one; 

8-(3-{[(4-£hiQK)benzyl)aininolmethyl}-4-meth^ 
methyl[l^,4]triazolo[43-a]qxiinolm-l(2H)-^ : 
8-{3-[(cyclobut3iamino)meth54]r4-methoxyph 
a] quiaolinr 1 (2H)-Qne ; 

30 8-{3-[(<grclohexylaiiiino)methyl]-4-metiio , 
ajquinolin-l (2H)-one; 

8-{3-[(cyclopenQdainino)methyl]phenyi}-7-m^ 
l(2H)-one; 
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8-{3-[(cyclobutylainino)mettiyl]phenyl}-7-meflioxy-^ 
l(2H)-onfe; 

8-{3-[(cyclohexylamino)mefhyl]phenyl}-7-methox 
l(2H)-one; ; ^ 

5 8-(3-{[(2-hydioxypropyl)ammo]methyl}ph^yl>^^ 
a](piinolin-l(2H)rone; 

8-(3-{[4-(2-hydioxyeth)d>l,4^azq)an-l-yl]met^^^ 
methyl[lA4]tiiazolo[4,3-a]qumolin-l(2H)-one; 
8-{3-[(cyclopropylainino)methyl]plienyl}-7-me&^ 
10 l(2H>one; 

7-methoxy-5-mcthyl-8H(3-{ [(tetrahydK)ftn:Bn-2- 
yImethyl)ammo]methyl}plienyl)[l,2,4]triazolo[4^^ 

7- methoxy-5-methyl-8-(3-{[(2-phenoxye&yl)aimno]me&^^ 
a]qiunolin- l(2H)-one; 

15 7-methoxy-5.methyl-8-[3^{[2-(2-tiiieny0cthyl]ainino}m^ 
a]qumolm- 1 (2H)-one; 

8- {3-[(cyclopropylammo)metiiyl]^methoxyphenyl}-7-me^ 
a]qiiinolin- 1 (2H)-one; 

5-methyl-8>pyridm-3-yl[l,2,4]triazolo[43-a]quinolm-l( 
20 7-hydroxy-8-{3-|^(isobutylammo)methyl]phenyl}-5-me& ^ 
l(2H)-one; > . 

7-hydn)xy-8-(3-{[4T(2-hydroxyeth3d)piperidi^^ 
methyl[l^,4]triazplo[4^-a]quinolm-l(2H)^ 
7-hydroxy-5-methyl-8r{3-[(4-methyipq)era2dnTl-^^^ 
25 a]qumolm-l(2H)-one; 

7- hydroxy^8<4-hydroxyO-{ [0)yridin-4-ylmethyl)aii^ 
methyl[l^,4]triazolo[4,3-a]qiimoIin-l( 

8- {3-[(cyclopentylamiiib)m^yi]phenyl}-^^^ 
l(2H>one; 

30 8-(3-{[(4-fhiorobenzyl)aiiiino]mefhyl}phenyl>7^hy^ 
a]quinolm-l(2H)-one; 

8-[2-(hydroxymethyl)phenyl]-7-methoxy-5-methyi^ 
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7-methoxy-5-methyl-8-[4-(morpholin*4-ylcaji^ 
l(2H)-one; 

7- methoxy-5-mettiyl-8-[4-(pynoUdin-l-ylcaib^^^^ 
ICZH^-one; 

5 7-methoxy-5-mettiyl-8-[4-0piperidin-l-ylcaj^ 
l(2H)-oiie; 

8- diloro-7-hydioxy-5-mefliyl[li2,4]tri^ 
8-{3-[(cyclobut^aimno)methylJphenyl}-7-h^ 
l(2EI)rone; 

10 7-hydn>xy-5-methyl-8-(3-{[(tetrahydiofu^ 
ylmethyl)ainmo]methyl}piienyl)[1^^4^^ 

7- hy<faoxy-8-(3-{[4-(2-rhydroxyefhyi)-l,4-diazepa^^ 
metliyl[1^^4]triazolo[4y3-a]quinolin-K2H)-one 

8- {3-[(cyclopn>pylanimo)methyqphenyl}-7-hydro 1 A4]tria2olo[4,3-a]quinolin- 
15 1(2H)-Qne; 

8-{3-[(cyclopibpylanuno)metiiyl]phenyi}-7^^^ 
l(2H5-one; 

8-{3-[(cyclohexylamiiid)methyl]phenyl}-7-h^ 

l(2H3hone; 

20 NTcyclohex)d-4<7-mefhoxy-5-melhjd-l-oxo-l,2-dihydro[l^,4]^ 
yl)beiizaiiiide; 

8H[2-{[(4-fluorobeiizyl)ainmo]methyl}phen 

a]quinoIin-l(2H)-one; 

8-(2-{[(2-hydn>xyethyi)amiio^^ 
25 a]quinolm-l(2H)-one; 

8-<2-{[4-(hydroxyinethyl)piperidin^l-yl]methyl}pli^^ 

m^yl[i;i,4]triazolo[4;3-a]quiaolin-l(2H)Km^^ 

8r(2-{[4-0btydroxymeth^)pipeiidin-l-yl]methyl^^^^ 

methyl[l^,4]tria2»lo[43-a]q[umoli^^ 
30 7-brpmo^NT(4-metiioxybenzyl>lroxo-l,2rd^ 

caiboxamide; 

8-(beiizyiamino>5-me]fliyl[l^,4]triazolo[4 

N J»I-dimefliyi-4-(5-methyl- 1 -oxo- 1 ;2-dihydn>[ I A4]triazolo[43-a]qiiinolin-8-yl)ben2amide; 
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5-methyl-8-[4-(pyiioUdin-l-ylcarbonyl)phen)^^ 

5- methyl-8-[4-(pq)eridm-l-ylcarbonyl)phen)d]tl,2,4]rt 
[4-(5-methyl-l-oxo-l^-dihydro[l^,4]triazolo[4,3-a]q^ 
8-[3-(hydroxymethyl)phenyl]^l-oxo-l^Hd^ 

5 - add; . J. .. 

3H(5-methyl-l-oxo-l,2-dihydro[l^,4]tria2olo[43-^^ 

5 -methyl-8-[4^morpholin-4-ylcarbonyl)phenyl] [ 1 ^,4]triazolb[4,3 -a] quinolin- 1 (2H)-onc; 
8^[2HQiydi?ox5meth5d)phenyl]-lK)x^^ 
— - - a]qiim6lme-5-caibdxanu 

10 7-[3-(hydTOxymethyl)phenyl]-l-oxo-N-piperidin-4^ 

a]quiaoline-5-carf)Oxamide; v • ; 

[3-(7-metlioxy-5-methyl-lHDxo-l^-dihydro 

yl)plienyl]acetdmtrile; 

N-<2-cyanpethyl>3H[7-methoxy-5-methyl-lK>xo-l^ 
15 yl)benzamide; ^ . : . 

6<jUoro[lA4]triazolo[43-a]quinplin-l(2H)s^ 

7-hydK)xy-5-methyl-8-t4-(^iperidm-l-ylcaiAw 

l(2H)-pne; . 

N-cyclohexyl-4-(7-hydroxy-5-metiiyl-l-oxo-l^^iihydro[l^^^ 
20 yl)benzamide; 

6- [4-(hydioxymeth)d)phenyl][l^,4]tria2X)lo[43-a]qum 

6- [3-^ydix)xymeth5d)plienyl][lA4]triazolo[43^^^ ^ 
^ " 6-(3-mimophenyI)[l A4]tiiazolo[4^-^^ 

7- methoxy-4-{ [(pyridm-4-ylmefhyl)ai^ 

25 5-amino-8-pyridin-4-yl[l A4]tnazolo[4;3-a]qumolm-l^ 
3-(5-methyl- 1 -oxo- 1 ^-dihydro[ 1 A4]triazolo[4,3-a]qum 
2H[5-methyl-l-oxo-l^-diliydn)[lA4]tiiazolo[43-a]qum 

8- <±lprc>-7H(3-cWoropropoxy)-5-metliyl[l A4]tria2» 
8<WQix>-7-<2-melhoxyethoxy>5-methyl[l ^,4]ti^ 

30 8-[3-(hydimymethyl)plienyI]-7-(2-m€?^ 
l(2H)-one; 

7-<3-aminoprDpoxy)-8-[3-(hydioxymethyI)phenyQ 
l(2H)-one; 
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"31- : 

7-(3-aininopropoxy)-842-0iy<froxymethyl)phenyl]-5-met^^^ 
l(2H)-one; 

7- hydroxy-8K2-hydiDoxyphenyl>5-methyl[lA4it^ 

8- bromo-4-(hydroxymetiiyl)[l ^,4]triazolo[43-a] 
5 5-methyl-^<2-tliienyl)[l,2,4]tria2X)lo^^^^ 

N,N-dimethyl-3-(5-methyl-l-ox<^i;i-Ki^ 

5-{4-[(cyclopeat5daminp)methyl]phenyl}[l,2i4]^^ 

5-<4-{[(tetrahydrQfuim-2-ytoethyl^ 

l(2H)-one; : , - ^ 

10 5-(4-{[(2-hydroxypropyl)anuno]methyl}ph 

tert-butyl 4-{[4-(l-oxo-i;2HiihyAx)[l A4]triaTO 

yl)benzyl]ainino}piperidine^l-cart>oxylate; 

7-hydn>xy-8~(2-{[(2-hydroxypropyl)aD^ 

ajquinolin- 1 (2H)-^ne; 
15 8-(2-{[(4-fluorobenzj4)ainiDo]meth^^ 

a]quinolm-l (2H)-one; 

7- hydioxy-8-(2-{ [4-(iydroxymethyl)piperi^ 
methyl[l^,4]triazolo[4,3-a]quinolin-^ 
4-(TiydroxymetJiyl)-^8-metiioxy[ 1 A4]tria2olo[4,3-a]qi^ 

20 8-{2-[(cyclopentylainiao)mefhyl]phenyl}-7-mefhoxy-S-me1]iyl[l 
l(2H)-^iie; 

■ 4-[(cyclobutylamino)metiiyiJ^^ 
. 7-hydroxy-5-methyl-8-phenyl[l^,4]tiiaTO 

8- (4-chlorophenyl)-7-hydroxy-5-methyl[ 1 ^,4]triazolo[4^-a]qiim 
25 4-{[(4-fIuoiobeiizyl)ainino]methyl}-7-hydiDxy[l,2,4]rt 

8-[4-(dimethylamino)phenyl]-7rhydroxy-5-m 
\ 8-(3-ammophenyI)-7-hydroxyr5-methyl[lA4]triaTO 
8-<2-anmopbenyl)-7-metlioxy-5-methyl[l A4]tn^ 

7- hydroxy-8-(2-methpxypyridm-4-^)-5-metfi3d[lA4]tri , 
30 5-(3-ammoprDpoxy)[lA4]triazolb[43-a]qumol^ 

8- [2-^ydroxjmieth>d)-4-methoxyphenyI]-5-metiiyl[l^^ 
. 8-(2>aininoplienyQ-7-hydroxy-5-m^yl[l^,4]t]^^ 
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8-{2-[(cydopentylaminp)methyl]plien)d}-7-hydn>xy-5 
l(2H)-one; 

7-hydroxy-8^(3-hydioxyphenyl)-5-nMsthyl[lA4]rt . 
74ydroxy-5-metliyl-8-[3-({methyl[2^ 
5 (methylaniino)e11iyl]amino}me11iyl)phenyl][l>2,4]^ • 
7-hydroxy-8-[3-({ [3-(lH-imida2»l- 1 -yl)pn^ 
metiiyl[ 1 ^,4]triaz»lo[4j3-a]qumolm- 1 (2H)-^^ 

7- hydioxy-5-methyl-8-<3r{[(pyridm-4-yhnefhyl)ai^ 
a]qumoIin-l(2H)-one; ..^ 

10 4«aniino-8-[4-(hydroxymethyl)phen)d][l 

8- hydroxy-4-(liydroxymethyl)[ 1 ;2,4]tria^ 
2-(5-ainino-lK)xo- 1 ,2Klihydro[l ;2,4]triazolo[4,3-a]qi^ 

. 7-hydroxy-5-methyl-8-(3-{[(3-morphblin-4- 
ylpropyl)amino]methyl}phOTyl)[l^,4]triazolp[4^-a]quinolin^ 
15 8-(3-{X(3-^Uorobenzyl)aimno]methyl}phenyl^^ ; 
a]quinolin-l (2H)-one; 

5-[3-({ [2-^4-benzyIpiperazm-lryl)etfayl]a3nino}me 
a]quinolin-l (2H)-one; 

S-{2-hydroxy-*6-[(4-pyTidin-2-ylpQ)eiazin-l-yl^ 
20 I(2H>K)ne; 

ethyl 8-cliloro-7-^meflioxy- 1 •k)xo- 1 ,2-Kiihydrp[ I^,4]triazolo[43-a3quinoliii^ -<:axboxylate; 
2-(5-hy(tooxy-l-<>x(>^i^-dihydr6[l^,4]ti^ 
5-[2-({[2-(4-beiizylpipeiazm-lryl)e^ 
a]qiiinblm-l(2H)-one; 
25 4-amino-8-<2-Menyl)[l^,4]triazolo[4,3-a]qmno%^ 
8-<:Uoro-7-hydipxyr-5-(liydroxyme&yi)[l^,4^ 
5-(hydit>xyine1hyl)-8-[2-<hydroxymetfayl^^ 

5- anlino-8-(4-methoxyphenyl)[l A43triazplo[4^^ ; 
30 5-methyi-8-(lH-pyirol-2-yl)[lA4]triazolo[43-a]q^ 

6- [4-(aimnomethy0phenyl][l^,4]txiazolo[4,3-a]qumo^ 
N-[2-<l -oxo- 1 ;2<lihydn)[ 1 A4]triazolo[4^^a]qim 
6-[2-<hydn>xymethyl)phenyl][1^4]triazoIo[4^^^^^ 
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: ' -35- ■ 

4-amino-8-[3^ydn>xymethyl)pKenyl][l,2,4^ 

4- ammo-8-(2-fufyl)[l,2,4]triazolo[43-^^ 

6- [3<aimnomcliiyl)phenyl][l,2,4]t^ 

5- Qiydix)xymelJiyl>8-t3-(hydioxymefli^)^^ 
5 l(2H>one; 

8-(3-aminophenyl>5^(hydroxyme1hyl>7-methoxy[l,^ 

7- hydrpxy-5-(hydroxymethyl)-8H;2H(hydioxym 
lC2]a)^ne; 

7- hydroxy-5-0iydr6xymethyi>8-[3HChydix)xym^^ 
10 l(2H)-one; 

8- (3-aminophenyl>7-hydroxy-5-(hydiox^ 

6- {3-[(cyclohexylammo)me%l]-4-methoxyphenyl}[l^,43tri^^^ 
6-(4-methoxy-3-{[(tetrahydrofii^ 

ajquinolin- 1 (2H)-one; 
15 6-{3-[(cyclohexyiamino)methyl]phenyl}[l A4]tiiazolo[^^ 
6-{3-[(cyclopentylaniino)metiiyl]plienyl}[i;2,^^ 
6-(3-{[(tetrahydrofuran-2-ylmeth^^ 
l(2H)-one; 

6<3-{[4-<hydroxymethyl)pipeaSdm-l-yl]mefli^^ 
20 a]qmnolin--l(2H)-one; 

6-(3-{[4-0iydroxymethyl)pq)eridm-l-yi]mem^^^^ 
one; 

6<3-hydioxyphen3d)[l A4]triaz6l6[4,3-a]qtm 
4-(hydroxymethyl)-8-pyridm-4-yl[lA4]t^ 
25 4-methyl-N-[l-oxo-8<2-tbienyl)-l>2-dihydro[lA^ 
yljbenzenesidfpnamide; 

6-{3-[(isobutylaniino)me&yl]-4-methoxyphen^^ 
6-(3-{t4-(2-hydroxyethyl>l,4Hfiazepah-l-yi 
a]qumolm-l(2H)-0iie; 
30 6-p-[(isobxitylainino)meAyl]phenyl}[lA4]t^ 

6-(3-{[4<2-hydn>xyetIiyl>l,4-diazepan-l-yllme&yl}phm 

-I 

l(2H)-one; 

8<2-amniopWyO-7-hydroxy-5-(hydroxymetliyl)[lA4]tri^ 
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6-(4-hydroxy-3-{ [(tetrahydrofiiraiv-2-ylm^^ 
a]qumolin-l(2H)-one; 

6-{4-hydraxy-3-[(isobiitylaimno)metliyl]phenyl^ [ 1 ;i,4]triazolo[4,3-a]quinolin-l (2H).ohe; 
6T(4-hy<froxy"3-{[4^ydroxymea^^ • " 

5 a]qumolm-l(2H)-one; 

4- 0iydroxymethyl>8-(2-tUenyl)[ 1 ,2,4]triaz^^^^ 

6- (4rhydroxy-3-{[4-(2-hydK)xycthyl>l,4-di^^ 
a]quinolin- 1 (2H)-one; 

5- ammo-8-(3-11iienyl)[l,2,4]triazolo[4,3-a]qu^ 

10 5-amino-8-cMoro-7-iiydroxy[lA4]tria2M>lo[43-a]qp^ 

7- methoxy-5-me11iyl-8-(3-tMenyl)[l^,4]tria2X)lo[4,3W^ 

7- hydroxy-5-metiiyl-8-p-tMenyl)[l,2,4]triazolo[4,^^^^ 
5-aimno-7-hydroxy-8-(3-tMenyl)[i;2,4]triazolo[43-^^ 
N-[2-(5-methyl-lK)X(>-i;2-dihydro[lA4]tria2^ 

15 yl)phenyl]methanesulfonanude; : \ 

8- (lH-mdol-3-yl)-5-methyl[l^,4]triazolo[4,3-^^^^ 
N43-<5-methyl-l-oxQ-i;2-dihydro[lA4]triazolo^^^^ 
yl)phenyl]methanesulfonamide; 

5-ammo-8-(lH-pyiTol-2-yl)[l A4]triazolo[4,3-a]qpinoM^ 
20 5-(hydioxymethyl>8-(lH-pynx)l-2-yl)[i;2,4]triazolo[43 
,5-methjd-8-<lH-pyrazol'^yl)[l,2,4]triazolo[4^-^^ 

5-aiiuno-8<lH-pyrazol-4-yl)[lA4]triazolo[4^^ 

5-ammo-8-(3-fuiyl)[l A4]triazolo[4^^^^ 

5-meth3d-8<4-metliyl-2-tMenyl)[lA4]tri^^ 
25 8<3-furyl>5-(hydroxymethyl)[lA4]tria^ 

8-[5-(hydn)xymethyl)-2-thienyl]-5-methyl|;i A4]tii^ 

8T[5-(l-hydroxye1hyl)-2-thienyl]-5-methyl[lA4]Maz^ 

5-(5-me&yl-l-oxo-l^HHhydro[l A4]triazolo[^^^ 

acid; 

30 tert-butyl 4-({[lK)xo-8<3-tiu«i)d)-i;2-dmydro[l A43tiiazolo[4^ : 
yl]aniino}metfayl)piperidme-l-carboxylate; 
5-ammo-8-[5-(l-hydroxyethyl)-2-thienyl][l^,4]tri^ 
8r(lH-imidazol^yl)-5-methyUlA4]triazolo[43-a^ 
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5-0biydr6xyme1hyl>8KlH-p>razol-^^ 

8-biomo-5-[(dimettiylaimno)methyl][i;2,4]tri^^ 

8-(2-fuiyl)-5-(hydK)xyinethyl)[lA4]t^^ 

5-mcthyl-8-(l>thiazol-2-yl)[lA4]tria2oto^^ 
5 5-[(dimetliyltoiinb>ne&yl]-8-(l^ 

5-methyl-8-p)TO2m-2-yl[i;?,4]tria2^^ 

5-(hydroxymethyl)-8-pyridm-4-yl[l,2i4]t^ 

(5-methyl-l-oxo^l,2-dihydiD[lA4]tri^ 

8-(2-iutyl>5-phen3d[lj2,4]triazolo[43-a]qim 
10 5-phenyl-8-(lH-pynol-2-yl)[lA4]triazolo[43-^^ 

8-(3-fraryl)-5-(moipholiri-4-3toet^^^ 

tert-butyi [2-({[l-oxo-8-(lH-pyirol-2-yl)-l^-dih 

yl]methyl}amino)ethyl]caAainmte^ 

5-{[(2-ammoe1hyl)amino]metlxyl}-8-(lH-pyTO 

15^ one;' , .• - / ; 

N-(2-ammoethyl)-S-hromo-l-oxo-l^-dihyd^ 

8-(3-£uryl>l-oxo-l,2-dihydro[l^,4]triazoio[4,3-a]qim acid; 

8-[3-(2uninDmethyl)phenyl]-5-phenyl[l^,4]tri 

N-[2.(dimethylamino)cthyl]-8-(3-futy 
20 caiboxamide; 

5-methyl-8-[4<2-morpliblm-4-yleth6xy)phenyl][ 

8-{4-[2<die&ylammo)ethoxy]pheayl}-5-m^%l[l^,4]tri^ 

8-[3-(dimethylainmo)prop^l-yn-l-yl]-5-me^ 

7-piperazin-l-yl-5-(2-lMenyl)[lA4]triazolo[43-a]qu^ 
25 5-methyl-8-[3-(methylamino)prop-l-yn-l-yl][l^,4]tri^^ 

5-metJiyl-8-[4<moiph0lin-4-ylmethyI)phenyl][l,2,4] ' 

N-[2-(dimethylammo)etliyl]-l-oxo-8<lH-py^^ 

a]qumolme-5^caiboxamide; 

N-[2-(dimethylammo)etiiyl]-l-oxo-8-(3-tiiien^^ 
30 carboxamide; 

5-{[(3R)^iperidin.3-ylammo]mediyl}-8-(lH-pynol^^^ 

l(2H)-one; 
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5-methyl.8-{4-t(4-methy^iperazm-l-yl)mefliyl]^^ 
one; 

tert-butyl (3S>3-({[l-oxo-8-(3-tMenyl)-l,2^ydrq[l A4]triazo^^ 
yl]carbonyI}ammo)piperidine-l-caiboxylate; 
5 5-methyl-844-[(methylamino)methyl]phmyl} [1,2,4]^ . 
8-(3,3-<fiethoxyprop-l-yn-l-jd>5-methyl[l^,4]t^ 

5-methyl-8-[5<morpholin-4-ylmethyl)-3-thienyl]^ . 
tert-butyl 4-[4-(5-mefhyI-lK)xo-l,2Hmiyd^^ 
yl)beazyl]pipera2me-l-caiboxjdate; 
10 5-me&yI-8-{5-[(methylammo)methyl]-3-tWOT^^ 
5-methyl-8-{54(4-metiiylpipea:azm-l-yl)meth^ 
l(2H)-one; 

tert-butyl 4-{[4-(5-mefliyl-l-oxo-l,2.dihydro[lA4]tria^^^ 

thienyl]methyl}piperazine-l-carboxylate; 
15 5-meth>1-8-[4-(piperazin-l-ylmethyl)phenyl][l,2,4]tria2olo 

lS)xo-N-[(3S>piperidin-3.yl]-8K3-thienyl>i;2^ 
. cartoxamide; 

tert-butyl (3S)-3K{[l-<)xo-8-(lH-pyrrbl-2-yl>l>dihydio[l^^^^ 

yl]caibonyl } amino)piperidme- 1 -carboxylate; 
20 5-methyl-8-[5-(piperazm-l-ylmethyl>3-tWe , 

N-<2-aimnoethyl)-l-oxo-8-(3-tWenyl>l^^ydro 

caiboxamide;. 

lK)xo-N-[(3S>pipeiidinO-yl]-8-(lH-py^ 
S>caiboxamide; 

25 5-methyl-8-(lH-pyrrol-3-yl)[l^,4]triazolo[4i-a]qp^ . 
5-methyl-8-(3-tWenylethynyl)[l A4]triazolo[4,3-a]quinoM-l(2H^ 
8-[5-({ [3-<dimethylammo)propjd]amino}m 
a]qainolm-l(2H)-one; 

5-methyl-8-{5-[(meth)damino)methyl]-2-thienyl}[i;2,4]tri^ 
30 5-(bydrpxymettiyl>8-[5-<moipholm-4.ylmethyl>^ 
l(2H)-one; 

5-<hydroxymethyi>8-{5-[(methylainino)methyl]-3-t^ 
l(2H)-one; 
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5-(hydroxymethyl)-8-{5-[(4-methylpipeikzi^^ 
a]qumolm-l(2H)-one; 

8-{5-[(dimethylanmio)methyl]-3-tWenyl}-5-(^^ ^,4]tria2olo[43-a]qiiinolin- 
l(2H)-one; . ; 

5 5-(hydioxyniethyl)-8-[5^piperazin-l-ylmethyO^^ 
l(2H>one; ^ , 
N-[2-(methylamino)ethyl]-l-^xo-8-(3-tineny 
carboxandde; 

N-[2-(me1hylaimmo)ethyl>lH5XO-8-(lH^p)^ 
10 alquinolme-S-caiboxainide; 

8-bromo^i5-U(2-methoxyelhyl)(methyl)amm^ 
one; 

N-[2-(dime&ylamino)ethyl]-8-{5-[(4-methylpiperarin-l-yl^^ 
dihydro[l>2,4]triazolo[43-a]qumoline-5-caibo3^^ 
15 8-brom6-5-{[2-<dimethylaiiimo)ethoxy]methy 

N-<2-morpholin-4-ylethyl>l-oxo-8-(3-tMrayl)-l^ 
caiboxamide; 

5-[(4-methy^iperazm-l-3d)me&yl]-8-(3-thienyl)[ i;2 
8-i5-({[3-(dimeth3damino)propyl]amin6}methyl)-3-t^ 
20 (hydroxymethyl)[l^,4]triazolo[4,3-a]quinolm-l(^ 

5-amino-8-{5-[(methylainmo)methyl]-3-tWenyl}[lA4]t^ 

5HQiydroxyme1hyl>8-[5<moipholiii-4-yhnea^^ ^,4]triazolo[4i3-a]qumoiin- 
l(2H)-one; 

5-(hydipxymeth^yl)-8-{5-[(methylammo)me&^^ 
25 l(2H)-pne; 

5-<hydroxymethyl)-8.{5-[(4-methylpiperazin-l-yl)m 

a]quinoIia- 1 (2H)-o]ie; 

8-{S^[(dimethylammo)metfayl]-2-lUen^^ 

l(2H>KDne; v 
30 5-[(3-hydix)xypynx)Udm-l->^^eA5d]-8-(3-^ 

5-ammo-8-{5-[(4-methylpiperazin-l-yl)methyl]-3-tMenyl}[lA4]t^^ 

l(2H)-one; 
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5-(liydroxymethyl>8-[5-(piperazin-l-yImethy^ 
l(2H)-oiie; 

5-(moiphplin-4-ylmethyl)-8-(3-tUenyl)[l^ 
5-{[(2-metiioxyetliyl)(methyl)amino]methyl}-8-(3-^ 
. 5 l(2H)-one; \ ' ; * 

l-oxo-N-(2-piperidm-l-ylethyl)-8-{3-tMenyl)-l^ 
carboxamide; 

5-{[(2-moipholiii-4-ylethyl)amino]methyl}-8H[3rthie 
one; " ".-^ 

10 5-[(dimethyiamino)methyl]-8<3-thienyl)[lA4^ 

N-[2-<dimethylainmo)ethyl]-8-{4-[(4-meA^^ : 

dihydro[l^,4]triazolo[4,3-a]quinoUne-5-carboxanud^ 

[lK)xo-8-(3-tUenyl>l,2-dihydro[l,2,4]triazolo[4,3-a]quinol^^ 

5-{[2-(hydroxymethyl)moiphplin-4-yl]methyl^ , 
15 a]qiiinolm-l(2H)-on^; ' ^ - 

5-[(4-metfiylpiperaziii-l-yl)methyl]-8-^ 
one; 

5-{[2-(hydroxymethyl)moipholm-4-yl]me^ 
l(2H)-one; \ 
20 5-{[4K2-hydroxyethyl)piperazm-l-yl]methyl}.^^^^ 
l(2H)-one; 

N^^^^dimethyl-^^^-[l-oxo-8-(3^^^^ 
alaninamide; 

5-{[(3R>3-hydK)X5i)yiroHdin-l^^^^ 
25 one; . 

5-{[(3R>3-hydroxypyiTOUdm-l-yQmefliyl}-8-(3^tWeny^ 
one; 

5-{ [(2,3-dmydroxypropyl)(iheth^ 
l(2I^ne; 

30 5K{meth5d[2-(niethylainino)ethyi]ainm 
l(2H)-one; 

5-{[(3-nieAoxypiopyi)amino]nietiiyl}-8-(3-thienyI)[I^^^ 
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5-{ [(2.hydroxyethylXmetliyl)amino]methyl}-8-^^ 
l(2H)-one; 

5-{[(3-hyaroxypropyl)aimno]methyl}-8-(3-^ 

N-[2-(dimethylanimo)cfli3rt]-8-{5-^^^ 
5 dihydro[l,2,4]triazolo[43-a]quinolm 

N-[2<dimetfiylanmo)eth^]-8-[3-(cBfflefliylaii^ 

dihydro[l,2,4]triazolo[4,3-a]qumolm 

S-{[[3-(dime11iyl£anino)propyl] 

a]qumoiGai^l(2H)-one; 
10 S-({[3-(dimetliytemhK)^]:opyl]ainm 

l(2H>oiie; 

N-[2-(dimefliylamino)ethyl]-l-oxo-8-^^ ^ 
dihydn)[l^,4]triazolo[43-a]qumoime-SHC^ . 
5-(aimnometh5d>8<lH-pyiTOl-2-yl)[lA4]tria20lb 
15 [l-oxo-8H[3-tfueiiyl>l^-dihydn)[lA4]triazol^^^ 
methylglyciiiate; 

S-{[(3-me&oxypropyi)amino]metliyl}-8^{S-^^ 

thiCTyl}[l,2,4]triazolo[43-a]qumblin-l(2I^ 

S-{ [(2-hydroxyefh:^(methyl)a]}adno]me&yl}^ 
20 tMenyi}[lA4]triazolo[43-a]qu3nolin-^^^^ 

5-{[4-(2-hydn)xyethyl)pipcrazm-l-yl]meth3^ 

a]qiiindlm-tl(2H)-oii6; 

5-{ [(2,3-dihydioxypiDp]dXmethyl)aii]m 

thienyl}[lA4]triazolo[43-a]qumolm^l(2I^ 
25 5-{[(3R)-3-hydioxypynoUdm-l-yI]caibon^ 

l(2H)-€me; ' . 

l-oxo-8-(3-thieri3d>l^-dihydio[i;i,4]1iiazolo[4^ 

8T{5-[(methylajmirio)methyl]-^^ 

(methylammo)eth)d]ammo}mefliyI)[lA4 
30 5-{ [[3-(dimethylamino)piopyl](methyl)ainm 

tUenyl}[lA4]tiia2X)lo[43.a]qumolin-l(2H>^M 

5-{[(3-hydroxypn)pyI)amino]meth)d}-8-{5-[(iii^ \ 
thienyl}[lA4]triazolo[43ra]quinolin-l(2H)-o^ 
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5-({[3<dimethylamino)propyl]amino}methyl>8-i5-[(methylai^ 
tluenyl}[l^,4]txiazol6[43ra]qumolin-l(2H)-one; 
5-meayl-8-[3-0)iperazm-l-yhnethyl)phaiyl][lA4]tria2olo[43-a]qi^ 
N-[2-(dimethylammo)ethjd]-8-{5-[(4-mefliy^)ipea^^ 
5 dihydro[i;2,4]tnazolo[43-a]quinoline-5-carboxaimde^ , 
5-{[(3R)-3-hydroxypynoUdm-l-yl]carix)nyl>-8-{5-[(mettiyl^^ 
thienyl}[l,2,4]triazolo[43-a]quinolm-l(2H>iiie; 
5-[(mefliylaimno)methyl]-8-(3-tWenyl)[i;j,4]triazolo[4^-a]qu^ 
5-({[2-(methylaimno)eliiyI]amiiK)}inethyl)r8r(3-t^ 
10 one;. , ' 

5rmefliyI-8-(5-{[(3S)-pyiTOKdm-3-ylanuiiD]me45d}-2-^ 
l(2H)-one; 

5-melliyl-8-(5-{[(3R>pynolidin-3-ylainino]methyl}-2-tMOT^^ 
l(2H)-one; 

15 N-azetidm-3-3d-l-oxo-8^3-tMenyi)-l^-<iaydro[lA4]triaM 
. caiboxamide; 

8-{5-[(az»tidin-3-ylammo)methyl]-2-fliimyl}-5-metJiyltl A4]triazoto 

one; , 

5-{[2-(dimetiiylanuno)ethoxy]methyl}-8-(3-thienyl)[lA4]triazol^^^^^ 
20 5-({[(2S>23-dihydroxypropyl]aiiiiiiDjmethyl>i<3-thiray^^^^^ 
^ l(2H)-one; 

5-{[(3S>3-hydipxypyTOlidm-l-yl]mefliyl}-8-(3rthicmyl)[,l^^^^ 

one; . " . •' ' ' ' ' - ' 

5-{[(3-amino-2-hydroxypropj1)ainiiw]mefliyl}-8-(3-liiiOT^ 
25 l(2H)-one; 

. 5-{[(3R>3-(dimethylanuno)pyiTOMdin^l-yl]iiiefityl}T8-(3 
a]qumolin-l (2IQ-oiie; 

5-{[(2-hydroxyetiiyl)amino]meth)i}-8-(3-lhienyl)[lA4]t^^ 
5-(aniinomefliyl)-8-[4-(meflioxymefliyI)phOT5d][lA4]triazolo[43-a]qumoK^^ 
30 N-(3-hydroxypn>pyl)-l-oxo-8-(3-tMrayI)-l^-dfliydro[lA4]bi^ 
caiboxamide; 

5-{[(3S>3-hydroxypyrroUdin-l-yl]methj^}-8:<lH-pyiTol-2-y0[lA4]tri^ 
. l(2H)-one; 
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5-{[(3S)-3-hy<koxypym)Udin-l-yl]cari)onyl}-8-(^ 
l(2H>one; 

5-({[2-(dimethylamino)ethyl]ammo}methyl^^ 
a]quindlin- 1 (2H)-one; 
5 8-{5-[(ethylaniino)me11iyl]-3-thienyl}-5-^^ 

8-{5-[(isopropylammo)methyl]-3-tMenyl}-5-met^^^ 
N-azetidm-3-)d-8-{5-[(methylamino)me^^^ 
a]qiiinoline*5-caiboxaimde; 
5-(lH-inudazol-l-ylmethyl>8<lH-pym)W^ 

10 5KlH-imida2ol-l-ylmethyl>8-(3-tWenyl)[lA4^ 
5-{[(3-hydroxypropyl)aimno]methy^ 

one; v 
5-[(pyiTOUdm-3-ylanimo)nietliyl]-8<3-tWenyl)[ 
5-{[(3R>pyrn>Udin-^3-ylainino]nie&yi}-8-p-thi«iyl)[l,^^^ 
15 one;. ■ • " ^ 

5-[(azetidin-3-ylammo)methyl]-8-(3-thienyl)[l^^^^ 
5-{[(3S)-3-aminopyiroKdm-l-yl]niethyl}-8-(3-thie 
one; 

5-{ [(3R)-3-aimnopyiToiidin-l-yl]niethyl} 
20 one; , v 

5-{[(3R]h3-<diniethylamino)pyiroUdin-l-3d]mefliyl^^^ 
a]qumolm- 1 (2H)-one; 
5-{[(2-hydroxye1hyl)anuno]methylH^ 
one; 

25 5-[(3-aniinoazetidin-l-yl)methyl]-8-(3-tMeajd)[l A4]t^^ 
5-({ [2-(dinie4hylamihp)ethyl]maino}naeth>i>8-(3^^ 
l(2HrH)ne; ^ ' 

5K{[2-(lHriinida2»l-4-yl)ethyl]an^ 
l(2H>one; 

30 5<{[3^1H-imidazol-4-yi)propyl]animo}methj4>8-^^^ 
l(2H)-one; 

5-[(isoprppylaniino)niethyl]-8<3-tUaiyl)[i;i,4]^^ 
5-[(ethylanimo)methyl]-8-(3-thienyl)[lA4]tri^^ 
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5-[(cyclopropylamino)methyl]-8-(3-thienyl)[lj2,4]tri 
5-{[(cyclopropylmethyl)aimno]methyl}-8-(3-thien^ 
one; ! 

5-({ [2-(dimethylamino>l-methylethyl]a^^ : 
. 5 a]qumolm-l(2H)-<>ne; 

N-[2Kdiinefliylamino>l-methylethyl]-l-pxo^^ 
;a]qumdline-5-carboxamide; 

5-{ [methyl(2-pyridin-4-ylethyl)animo]methyl}-8-(3-^ 

l(2H)-one; ^ 
10 5-[(3-aiiiinoazetidin-l-yl)carix)nyl]-8-(3-thienyl)[i;2,43tri 
N-[2-(lH-iimdazol-4-)i)etliyl>l-oxo^^ 
a]qiimolme-5-carboxaniide; 

N-[3-(lH-imida2»l-4-yl)propyl]-l-oxo-8-(3-11iienyl>i;^^ 
a]qiiinoline-5-carboxamide; 
15 ,5-({[2-(isopropylammo)ethyl]ammo}methyl)-8^^ 
l(2H)-one; 

N-[2-(isopropylainino)efliyl]-lK)xo-8-(3-thieny 
S-carboxamide; - 
N-[(l-ethylpyrroUdin-2-yl)methyl]-l-oxo-8-^^^^ 
20 a]quinoliiie-5-caiboxainide; 

5-({ [3-(dimetliylamino)prppyl]airuno}me11iyl^^ 
ajquinolin- 1 (2H)-one; 
5-{[4HliydroxymethylHH-l>23-tr^ 
a]quinolin-l(2H)-oiie; 

25 5.{t0jyridin-2-ylmetfiyl)ainino]methyl}-8^^^^ . 
one; - - * " ' . . . .- ' - 

5-({[(5-methyl-2-ftiryi)methyl]ammo}methy^ 
l(2H)-one; 

5.{[(2-pyridm-2-ylethyl)ammo]meAyl}-8-(3.tibienyO 
30 one; 

5-(methoxymeth)i>8-(3-fluenyl)[l,2,4]triazolo[43-a]qumolm-l^ 

5-<{[(5-methylpyra2m-2-yl)methyl]aiiiino}niethyi>^^^ 

a]qidnoIm-l(2IQ-one; 
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5«({4-[(methylainino)methyl].lH-1^3-triazol-l-yl}methyl).8^^^ 
a]qumolm- 1 (2H>one; 

5-(aminomethyl)-8-(3-tUenyl)[lA4]triazoto 
5-{[(2-aminoethyl)aimno]methyl}-8-(3-tliienyl)[l,^^^ 
5 5'iMGtO'2H-[1^4]tnazo^ 

4-(l-oxo-l^-^ydro-[lA4]tria2ol6[^^^ 

3- me<hoxy-2-<l -oxo-1 ,2-dihydn>[l,2,4]tna2olo[4^ 
^ 8-biomo-l-<>ko-i;2Hiihydro -tl,2,4]-b^ 

8-hrom6-i^xo-i;iHdihydn)^[l A4]-triazolo[43-^^ acid eth^ estor; 

10 7HcWoro^5-methyl-2H-[lA4]triazolo[4!,3-a]^ 

4- (S-me1fayl-l-oxo-l^-^ydio-[l^,4]triazolo[43^^ 

2- melhoxy-5-(5-me%l-l-ox<>-l^-^ydio[l^,4]triaz^^ 

3- (7-meAoxy-5-me&yl-l-oxo-l^-dihydJX)-[l^ 
2.methoxyT5-(7-metiioxy-5-toethyl-lK)xo^ 

15 yl)beiizaldehyde; 

2-(7-metfaoxy-S-methyl*lr<>xo-l^-dihydn)[l^,4]tdazolo[4,3^^^ 

8-hr6mo-S-broipomeAyl[r^[4]triazol6[4,3-a]qu^ 

8-biomo-S-hydroxymeth:^[l^[4]tiiazolo[43-^]q^ 

8rbromo-r-oxo-l^-d]hydro[l J2,4]tnaz^ acid; 
20 4-amino-8-hromo[i^,4]tnazolo[43-d]qiimol^^ . \/ 

8-bromo-5-phenyl[i;2,4]triazolo[43-a]q^ 
; 8-faiomo-5rmetiibxymedxy[1^^4]t^^ 

8-Bioiiio-S-(aminomethy])[ 1^4]triazolo[^^^ 

S^;a2ddoiiiefhyl)-8-bn>mo[l^,4] triazolo[4,3-a]qim 
25 7.hromo-5-4MOTr2-yl[l^,4]triazolo^^^ 

ettqi 8rcMoio-7rmelhoxy-lK>x<^l^H]ihydio[i^,4]t^ 

8-chloio-7-methaKy-l-<>xoHl^'-dihydip[l^,4^ 

5- ainino-8K:Uoio-7-mef]ioxy[l ^,4]tiiazoio[^^ 

8-diloio-5<bydn>x]anethyl>7-m (2fl)-one; 
30 2-{3-[(l-oxo-l^Hiihydrb[lA4]triazolo[4,3-a]qtm 
l,3(2H)-dione; 
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2-{3-[(8-cWoro-5-metiiyl-l-oxo-l^"dmydn)[l,2,4]triazolo[4,^ 
l/f-isoindole-l,3(2fl)-dione; 

7-(3-animopropoxy)-8-cmoro-5-methyl[lA4]triaTO^ 

In a paiticiilar embodiment die present invention provides a compoimd as recited in any of the 
embodiments above, wherein one or more of iflie atoms is a radioisotope of the same element 
In a particular embodiment the present invention provides .a con^)oimd as redted in^any of the 
embodiments above for the use in treatment of cancer. 

In a particular embodiment the present invention provides a compound as recited in any of the 
embodiments above for use in treatment of neoplastic disease such as carcincnna of the breast, 
ovary, lung, colon, prostate or other tissues, as well as leukemias and lyiiq)hpmas, tumors of 
the central and peripheral nervous system, and other tumor types such as melanoma, 
fibrosarcoma and osteosarcoma. , _ 

In a, particular embodimmt the present invention provides a conq)ound as recited in any of the 
embodiments above for use in treatment of proliferative diseajses including ^iitn imTnime - 
infl a mmat ory, netirological, and cardiovascular diseases. 

In a particular embodiment the present invention provides a method for treating a human or or 
animal by limiting cell repUcation by administering to such human oir animal an effective 
amount of a compoxmd as recited in any of the embodiments above or a phaimaceutically 
acceptable salt of said conq)ound. 

In a particular embodimmt the present invention provides a method for treating a human or 
animal suffering from cancer by administering to such human or animal an effective amomt 
of a compound as recited in any of dmbodimenls above or a phaimaceutically acceptable salt 
of said conq>pund. 

In a particular embodiment the present invention provides a me&od for treating a human or 
animal sufTering from neoplastic disease such as carcmpma of the breast, ovary, lung, colon, 
prostate or other tissues, as well as leukCTuas and lyn^)homas, tumors of the central and 
poipheral nervotis system, and other tumor typ^ such as melanoma, fibrosarcoma and 
osteosarcoma by adminis tering to such human or animal an effective amount of a compound 
as recited in any of embodiments above or a phannaceutically acceptable salt of said 
con^und. 

In a particular embodiment the present invention provides a method for treating a human or 
aidmal sufioing from proliferative diseases including autoimmune, inflammatory, 
neurologicaL and cardiovascular diseases by administering tn faich h imsm nr antms^i ^ 
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effective amount of a conqKDimd as recited in any of embodiments above or a . 

phannaceutically acceptable salt of said compoimd. ' 

In a particular embodiment the present invention provides the use of a compound as recited iii 

any of the embodiments above in the preparation of a medicament for the treatmrat of cancer. 
5 In a particular embodiment die present invention provides flie use of a oompound as recited in 

any one of the embodiments above in the preparation of a medicament for the treatment of 

neoplastic disease such as carcinoma of the breast, ovary, lung, colony prostate or other . 

tissues, as well as leukraiias and lymphomas, tumors of the central and penpheral nervous 
"■^^'^ system,' and other tumor types such as melanoma, fibrosarcoma and osteosarcoma, - 
:10 In a particular embodiment the present invention provides the use of a confound as recited in 

any of the embodiments above in the preparation of a medicament for the treatment of - 

proliferative.diseases including.autoinunune, inflammatory, neurological,:and cardiovascular . 

diseases. . 

In a particular embodiment thC; present invention provides a process for preparing a cnmpnimd . 
15 of formula (I) as recited in any of the embodiments above or apharihaceutically acceptable 
salt or an in vivo hydrolysable ester th^f which process conqmses: 




Diketene (Sioal, 32g, 381mmol) was added to the suspension of the appropriately substituted 
cMoro aniline (3 17.25mmol) in toluene (306ml). The mixture was lefluxed for 6hr, cooled 
down and let stand overnight The precipitated solid was filtered off, washed with ether and 
dried und^ vacuum to yield the intermediate (A). 
25 A mixture of the appropriately substituted chloro acetoacetanilide (199-6mmol) and 

concentrated sulfuric add (80ml) were heated on an oil-bath at 70-80'*C for 0.5h and for l.Oh 
at 100°C. The mixture was cooled down and poured into crushed ice. The precipitated solid 
- was filtered off, and recaystallized from etfaanol to obtain intermediate (B). 
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A mixture of the appropriately substituted 4Tmethyl-lH-quinolin-2-one (134.2imnol), 
DMF (lOml) and thionyl chloride (300g) was heated at reflux for 3hr. The mixture was cooled 
to rpoin temp^ture and the resultant solid .filt^d off, washed with acetone and dried under 
, vacuum to give Ihe intermediate dichloroquinoline (C). _ 
5 To a suspension of the appropriately substituted dichloro-4-methyl-quinoline . ; 

(l.Smmol) and ethyl carfoazate (J73mg 1.66mmol) in 3,7ml of ethanol was added 6 drops of 
HCl (4N in dioxane). The reaction ndxtufe was su^ 

170**C for 20min. After cooling to room tempierature die precipitated solid was filtered off, 
' washed with methanol (3x10 ml) and dried under vacuum to give the desired triazolone (D). ' 
10 To a S ml vial, the s^propriately substitutes S-methylr^^ 

a]quinolin-l-0ne (0.5mmol), boronic add (0.6inmol), cesium caiixxaate (6SlnLg^-2;Qmniol)^ 
and tetrakis(trisphenylphosphine)palladium (4Qmg, 7 

dioxane:water (4:1). The reaction was subject to irradiation with miorpwave at 16S^C for 
2Qmin. After cooling down» the loweir layer was separated and discarded, the iqpper layer was 
IS eVa^rated, tfaeresidue dissolved ititibyeminmum 
product was purified by HPLC. 

Compounds of the present invention may be administered orally, parente^ 
vaguial, rectal, inhalation, insufflation, sublingually, intramuscularly, subcutaneously, 
topicaUy, intraiiasaUy, intraperitoneaUy, intratho 
20 intrathecally, intracerebioventriculariy and by injection into the joints. 

The dosage will depend on the route of adinimstixitipn, the severity of tiie disease, age 
and weight of the patient and other fectors normally considegred by the attending physician, 
. when determining the individual regimen and dosage level as the inost appropriate for a 
particular patient 

25 An effective amount of acdiqpound of the present invention for use in therapy of 

infection is an amount sufficimt to sympti>matically relieve in a warm-blooded animal, 
particulariy a human the symptoms of infection, to slow the progresision of infection, or to 
reduce in patients with symptoins of iiifection the risJc of getti^ 

For preparing pharmaceutical conopositions fiiom the con[q)ouiids of this invention, . 
30 inert, phannaceutically acceptable carriers can be eitiier solid or liquid. Solid form 
pr^arations include powd^, tablets, disp^sible granules, capsules, cachets,, and 
, siqipositories. . . r 
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A solid carrier can be one or more substances, which may also act as diluents, 
flavoring agents, solubilizers, lubricants, suspending agents, binders, or tablet disintegrating 
agents; it can also be an encapsulating material. 

In powders^ the carrier is a finely divided solid, which is in a mixture with fhe finely 
5 divided active componmt In tablets, the active conqionent is mixed with the earner haviiig 
ihc necessary binding properties -in suitable proportions and conq)acted in the. shape and size 
desired. -' 

For preparmg supposit{»y compositions, a low-melting wax such as a mixture of iatt/ 
acid glycerides and cocoa butted is first melted and the active ing^tedient is dispersed therera 

10 by, for example, stirring. The mollm homogeneotts mixttnte is tilien poured into convenient 
sizeid molds and allowed to cool and solidify. 

Suitable carriers include magnesium carbonate, magnesium stearate, talc, lactose, 
sugar, pectin, dextrin, starch, tragabanth, methyl cellulose, sodium caiboxymethyl cellulose, a 
low-melting wax, cocoa butter, and the like. . 

15 Some of the compounds of the present invention are capable of fiirining^^ts with ~ ' ' 

various inorganic and organic acids and bases and such salts are: also wifiiin the scope of this 
inventioiL Examples of such acid addition salts include acetate, adipate, ascorfoate, benzol* 
benzenesulfonate, bicarbonate; bisulfate^ butyrate, canq>horate, camph6rsulfoiiatie, choline^ 
citrate, cyclohexyl sulfainate, diethylenediamine, ethanesid^^ 

20 glycolate, hemisulfate, 2-hydroxyediylsulfonate, heptanoate, he 

hydrobroinide, hydroiodide^ hydroxycnaleate, lactate^ m^te, mali^te^ metbanegiilfefnatR^ 
meglumine, 2-n^hthaIenesulfonate, lutrate, oxalate^ painoate^ persulfitte, phenylacetkte, . 
phosphate, diphosphate, picrate, pivalate, propionate, qiiinate, salicylate, stearate, succdnate^ 
sulfamate, sulfenilate, sulfate, tartrate, tosjdate (p-tohien^ulfonate), trifluoroacetate^ and 

25 undecanoate. Base salts include ammonium salts, alkali metal salts such as sodium, li^um 
and piotassium salts, alkaline earth metal salts such as aluminum, calcium and magnesium 
salts, salts witii orgaidc bases such as dicyclohexylamine salte, N-methyl^i>^glucamine, and 
salts with amino acids such as arginine, lysine, ornithine, and so forth. Also, basic nitrog^-* 
containing groups may be quatemized with such agents as: lower alkyl halides, such as. 

30 methyl, ethyl, propyl, and butyl halides; dialkjd sulfet^ like dimethyl, diethyl, dibutyl; 

diamyl sulfates; long chain halides such as decyl, laurjd, myristyl and stearyl halides; aialkyl 
halides Uke benzyl bromide and others. Non-toxic physiologically-accq>table salts axe 
prefeiied, although other salts are also usefid, such as in isolati^ 
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The salts may be formed by conventional means, such as by reacting the ftee base 
form of the product with one or more equiyaleats of tiie appiopriate add in a solvent or 
medium in which the salt is insoluble, or in a solvent such as water, which is removed in » 
vacuo OT by freeze drying or by exchan^ng the anions of an existing salt for another amdn on 
5 a suitable ion-exchange lesin. . . . 

In order to use a compound of the fomiula (t) or a pharmiBiceutically acceptable salt 
thereof for the therapeutic treatment (includhig prophylactic treatmrait) of mammals mcliiding 
humans, it is nomiaUy formulated in accordance with standard phannaceutical practice as a 
pharmaceutical composition./ . ^ ^ 

10 In addition to the compoimds of the present invention, the phannaceutical conq>ositipn 

of this invention may also contain, or be co-administ^ed (simultaneously or sequentially) 
with, one or more pharmacological agents of value in treating one or more disease conditions 
referred to hCTcin. 

The tenn conq>osition is intended to include the fonnulation of the 2^ 
15 or a pharmacraticaUy acceptable sdt with a ph^^ acceptable earner.. For example 

this invention may be fonnulated by means known in the art into the form of, for exan^le, : 
tablets; capsule^ aqueousf or oily solutions, suspensions, emulsions^ creams, ointments, gels, 
nasal sprays, suppositories, finely divided powders or aerosols or for mhalation, 

and for parenteral use (mcluding intravenous, int^^ 
20 oily solutions or suispensions orsterUe e^ . 

Liquid form compositions include solutioris, suspensions, and emiilsibiis. Sterile water 
or waterrpropylene glj^ol solutions of the active compomids may be mentioned as an - . 
example of Hquid preparations suitable forparenteral adrninistratipn. Liquid conq>ositions can 
also be foraiulated in solution in aqueous polyethyleiie glycol solution. Aqueous solutions for 
25 oral administration can be prepared by dissolving the active component in water and adding 
suitable colorants, flavoring agents, stabilizers, and thickening agents as desired. Aqueous 
suspensions for oral use can be made by dispersing the fimely divided active comppiient in 
water togetiier with a viscous material such as natural synthetic gums, resins, methyl 

ceMose, sodium carboxymetiiyl cellulose, and other suspending ageii^ 
30 pharmaceutical formulation art 

The pharmac^itical compositions can be in .unit dosage form. In such form, the 
conq>osition is divided into unit doses containing ^propriate quantities of the active 
component Hie unit dosage form can be a packaged preparation, the package contaming 
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discrete quantities of the preparations, for exainplej p 

vials or ampoules. The unit dosage form can also be a capsule, cachet, or tablet itself, or it can 
be the appropriate number of any of these packaged forms. 
. . Compounds of the present invention can be labeled with a radioisotope including but 

5 not limited to tritium. Sudi radiolabeled compounds can be useM in the discovery of ta^ 
or novel medicinail compounds which bind to and modulate the activity, by agonisin, partial 
agonismi, or anta^nism, of CHKl . Such labeled compounds may be used in assaj^ that 
measure tiie displacement of such compounds to assess the binding of ligand that bind to 
CHKl recqptors. Such radiolabeled compounds can be synthesized either by 

10 incorporating radiolabeled starting materials or, in the case of tritium, exchange of hydrojgen 
for tritium by known methods. Known methods include (1) elebtrqphilic halogenation, 
followed by reduction of the halogen in the presence of a tritium source, for example, by 
hydrpgenation with tritium gas in the presence of a paUadium catalyst, or (2^ 
hydrogen for tritium performed in the presence of tritium gas and a suitable organpmetallic 

15 (e.g. palladium) catalyst 

The anti-cancer treatment defined herein may be applied as a sole therapy or may 
involve, in addition to the compound of the invention, conventional surgery or radiotherapy or 
chemotherapy. Such chemptherapy.may include, one or more of the following categories of 
anti-tuinour agents: 

20 (i) . antiproliferative/antineoplastic drugs and combinations thereof, as used in medical 
oncology, such as alkylating agents (for example cis-platin, caitK>platixi, cyclopho^hamide, 
nitrogen niustard, melphalan, chlorambucil, biisulphan and nitrosoureas); antimetaboKtes (for 
example antifolates such as fluoropyrimidines like 5-fluoTOuracil and tegafur, raltitrexed, 
methotrexate, cytosine arabinoside and hydroxyurea); antitumour antibiotics (for example 

25 aothracyclines like adriamycin, bleomycin, doxorubicin, daimomycin, epirubicin, idambicin, 
mitomycin-C, dactinomycin and mithramycin); antimitotic agents (for example vinca 
alkaloids like vincristine, vinblastine, vindesine and vinorelbine and taxoids like taxol iand 
taxotere); and topoisomerase iohibitors (for example epipodiophyllotoxins like etoposide and 
teniposide, amsacrine, topotecan and caiiq>tothecin); 

30 (ii) cytokatic ag^ts such as antioestrogens (for example tamoxifen, torrarifene, 

raloxifene, droloxifene and iodoxyfene), oestrogen receptor down regulators (for example 
fiilvestrant), antiandrogens (for example bicahxtamide, fhitamide, nihitamide and cyproterone 
acetate), LHKH antagonists or LHRH agonists (for exaiiq>le goserelin, leiqm>relin and 
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biiserelin), progestogens (for example megestrol acetate), aromatase inhibitors (for example 
as anastrpzole, letrozole, vorazole and exemestane) and inhibitors of ScXrredactase.such as 
finast^de; 

(in) agents wMdi iidfaibit canc|»: c^^ 
S like inarimastat and inhibitors of urokinase plasminogen activator receptor fbnction); 

(iv) inhibitors of growth factpr function, for escanxple such inhibitors incUide growth factor 
antibodies, growth &ctor receptor antibodies (for example the 

tiastuzuxnab [Herceptin™] and the anti-eibbl antibody cetuximab [C225]) , &mesyl 
transferase inhibitors, tyrosine Idnase inhibitors a^ ' 
10 »ample inhibitors of the epidermal growth factor family (for example EGFR family tyrosine 
Idnase inhibitor OTch as N-(3-c^^ 

morpholinopropoxy)qainazolin-4-amine, N-(3-ethynylphenyl)-6,7-bis(2- 
methox3^ihoxy)quinazolin-4-amine (erlotinib, OSI-774) and 6-aciylaimdo-N-(3-cUoro-4- 
fluorophenyI)-7-(3-mpipholinopropoxy)quinazohn-4-amine (CI 1033), for example inhibitors 
15 of the platelet-derived growth factor family and for example inhibitors of the hepatocyte . 
growth factor femily; 

(v) antiangiogenic agents such as those which inhibit the effects of vascular endothelial 
growth factor, (for example the anti-yascular endothelial cell growth fector antibody 
bevacizumab [Avastin™], compounds such as tihose disclosed in International Patent . 

20 AppUcations WO 97/22596, WO 97/30035, WO^ 9^^^ 

compounds that work by other mechanisnis (for exanq)lQ linomide^ 
Ocv^S function and angiostatin); . 

(vi) vascular damaging agents such as Combretastatin A4 and compounds disclos^ iii - 
International Patent Applications WO 99/02166, WO 00/40529, WO 00/41669^ WO 

25 01/92224, WO 02/04434 and WO 02/08213; 

(vii) antisense therapi^, for example those which are directed to the targets listed above, such 
as ISIS 2503, an anti-ras antisense; - 

(viii) gene therapy s^roaches, including for exscmplt ^proaches to replace aberrant genes 
such as aberrant p53 or aberrant BRCAl or BRCA2, GDEPT (gene-direct6d enzyme prondrug 

30 tiierapy) approaches such as those using cytosine deaniinase, thymidine kinase or a bacterial 
nitroreductase enzyme and approaches to iiicrease patient tolerance to chemotiierapy or 
radiotherapy such as multi-drug resistance gene therapy; and 
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(ix) immuno&erapy approaches, including for example ex-vivo and in-vivo ^proaches to 

increase the inununogemcity of patient tumour cells^.such as transfectipn with cytokines such 

as inl^leiddn 2, interleukin 4 or gn^^ 

^roaches to dea:ease T-K:eU anra^, approaches using Izans^ 
S cytokine^ransfected dendritic (^s, appro^^ 

and approaches using anti-idiotyjpic antibodies. 

iSuch conjoint treatment may be achieved by way of the simultaneous, sequential or 

separate dosing of the individual coi]Q>onents of tbe treatment Such combination products . 

employ the compounds of this inventibn within lbs dosage range described hereinbefore and 
10 the other pharmaceutically-active agent within its ^iproved dosage range. 

Synthesis 

The compoimds of the present invention be prepared in a numbq^ 
known to one skilled in the art of organic synthesis. The compounds of the present invention 
can be synthesized tiding the mefliods described below, together with isynthetic me^ods 

IS known in the art of synthetic organic chemistry, or variations thereon as qspfeciated by those 
skilled in the art Such methods include, but are not limited to, those described bdow. All 
refermces dted herein are hereby incorpomted in their entirety by r^^ 

The novel compounds of this invention may be prepared using the reactions and 
techniques described herein. The reactions are performed in solvents appropriate to the 

20 reagents and materials enq>loyed and are suitable for tiie transformations being efTected; Also, 
in the description of the synthetic metiiods desoibed below, it is to be understood that all 
proposed reaction conditions, including choice of solvent reaction atmosphere, reaction 
temperature, duration of the e^q>eriment and workup procedures^ are chosen to be the 
conditions standard for that reaction, which shoxild be readily recognized by one skilled in the 

25 art It is imderstood by one sldlled in the art of organic synthesis that the functionality present 
on various portions of the molecule miist be coiiipatible with the reagents^ a^ 
proposed. Such restrictions to the substituents, which are not compatible with the reaction 
conditions, will be reaidily apparent to bnjB skilled in the art and alternate methods must then 
be used. 

30 * The starting niaterials for the I&camples contain^ herein are e^ 

available or are readily pr^ared by standard methods from known materials. For example the 
following reactions are illustrations but not limitations of the preparation of some of the 
starting materials and exanq>les used h^ein. 
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A general process for making the compounds of &e invention is as follows: 




5 Diketene (32ml, 32g, 381mmol) was added to a suspension of tihie t^propriately substituted 
chloro aniline (3 17.25mmol) in toluene (300ml). The mixture was lefluxed for 6hr, cooled 
down and let stand overnight The precipitated solid was filtered off, washed with ether and 
dried imder vacuum to yield the intennediate (A). 

A mixture of the appropriately substituted chloro acetoacetaniUde (199.6mmpl) and 
10 concentrated sulfuric acid (8(hnl) were heated on m oil-badi at 70-80**G for O.Sh and for l.Oh 
at ibO'^C. The mixture was cooled down and poured into oushed ice; The precipitated solid 
was filtered off andrcCTystallized from ethanol to obtain intermftHiatft (p) 

A mixture of die appropriately substituted 4-methyl-lH-<pimoiin-2-rone (134.2rnmol), 
DMF (IQml) and fliionjd chloride (300g) was heated at reflux for 3hr. The mixture was cooled 
IS to room teiiq>erature and d^e resultant soUd filter 
. vacuum to give the intermediate, dichlbroquinoline (C).. 

To a suspension of the ^ypropriately substituted dichlorp^methyl-quih^ 
(LSmmol) and ethyl caibazate (173mg 1.66mmol) in 3.7ml of edianol w^ 
Ha (4N in dioxane). The reaction mixture was subject to irradiatimi with nitgrnwavft at 
20 ITQX for 20min.Afier cooling toroo^ 

washed.witti methanol (3x10 ml) and dried under- vacuum to give the desired triazblone (D). 

To a 5 ml vial, the appropriately substituted 5-methyl-2ff-[lA4]triazolb[4,3- 
a]quinolin-l^ne (O^Smniol), boronic iacid (0.6mmol), cesium carbonate (65 Irng, 2.0mmolX 
and tetra]ds(triq>henj^hosphme)pdladiuih (40mg, 7mpl%) were added in 4ml of 
25 dioxanenvater (4:1), The reaction was subject to microwave irradiation at 165**C for 20nmL 
Afte cooling to room temperature, the lower layer was separated and discarded, the vppcr 
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layer was evaporated, the residue dissolved in the miTiimum amount of DMSO and jQltrared 

The crude product was purified by HPLC. 

Examples; 

5 Examples 1-30 

A general procedure for preparation of S-substituted->2J7-^ 
" : a]quinolin-lK>nes: 

To a 5inl reaction vial, 5-clil6rc>-2Jy-[iA4]triazolb[4,3-a]q^ (lib mg, 

asimnol), the iqyproiniate bo^^ acdds (of general fomida^ RB(6H)2) (0.6mmol), cesium 
iO carbonate (65 Img, 2.Qmmor), aod tetrakis(trisphen^phospMQe)p2dlad^ 7mol%) 
were added followed by dioxanerwater 4:1 (4ml}. The reaction mixture was heated with 
stirring in a xnicrbwave synthesizer for 1200 seconds at 16S®C« After cooling to ambieiit 
temperature, the lower aqueous layer was removed by pipette and discarded. The upper layer 
was collected and concenfrated. The residual solid was disknlvefi iti the inmiminn aTTihrnit nf 
IS DMSO (2-4 mL) followed by filtration. The crude product was purified by chroamatognqihy 
to afibrd the tide compounds. 



O H . 

Iz,DMSO-d6) 



Ex. 


R- 


IH NMR (400MHz, DMSO-d6) 


1 




7.23-7.73 (iii, 6H), 8.85/9.15 (m, 3H), 12.75 (s, tl£) 


2 




6.24/6.55 (M, 2H), 7.05 (S, 2H), 7.43/7.70 (m, 2H), 8.19 (d, IH), , 
9.08 (d, lH)» 1140 (si lH), 12^5 (s, IK^ 


3 




7.19-7.98 (m. 7H), 9.15 (d, IH), 12.64 (s, lH) 


4 




1.85 (s, 3H), 2.08 (s, 3H), 7.46^.98 (mi 4H), 8.8 (d, J=8H2, IH), 
12.42 (s,lH) 


. 5 




4.10 (m, 2H), 4.62(t, J=8.2Hz, 2H), 6.91-7.65 (m, 7H), 9.05 (d, 
J=^.6Hz, IH), 12J5 (s, IH) : 
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6 




2,06 (s. 3H), 7.02-7.75 (m, 8H). 9.08 (d, IH), 10.14 (s, IH), 12.60 
(S.1H) . 


7 




7.15-7.85 (m, 13H), 9.15 (d, IB), 12.64 (s, IH) 


8 




3.82 (s, 3H), 7.04-7.70 (m, 8H). 9.10 (d, IH), 12.60 (s, IH) 


9 




2.37 Cs, 3Hn. 7 00-7 63 fm. Sffi 9 02 CcL J=7 6H2L IIT^ 12 6^ /^s 

IH) •'- , 


in 

■ lU 




7.25-8.05 (m, IIH), 9.10 (d, lliy, 12.80 (s, lH) ; 


11 




7.10-7.85 (m, 1210, 9.05 (d, IH), 12.75 (s, IH) 


12 




7.22-8.27 (m, lOH), 9.05 (d, IH), 12.55 (s, IH) 


13 




7.25-7.95 (m, 8H), 9.18 (d, IH). 12.82 (s, 1H> 


14 


Or 


4.15 (s, 2H), 7.10-7.75 (m, 8H), 8.20 (s, 2H), 9.10 (d, IH), 12.65 
(s,lH) 


15 




4J20 (s. 2H), 6.75-7.75 (m. 8H), 8.25 (s, 2H), 9.10 (d, IH), 12.70 

(s. IH) 


16 




2.99 (s, 6H), 6.90-7.70 (m, 8H), 9.10 (d, IH), 12.60 (s, IH) 


17 




6.96-7.68 (in, 8H), 9.05 (d, Jf7.fiH^ IH), 12.61 (s, IH) 


18 




4.65 (s, 2H), 5,35 (t. IH), 6.90-8,35 (m, 8H), 9.05 (d, IH), 12.60 
(S.1H) 


19 




7.25-8.00 (m, 9K0. 9.00 (d, IH), 12.65 (s, IH) 


20 




6.96-7.43 (m, 8^), 8.90 (d, IH), 12.50 (s, IH) . 


21 




7.14-7.81 (m. 8H), 9.03 (d, J=^.6Hz. IH); 12.61 (s, IH) 


22 




4.47 (s, 2H), 6.89-7.56 (m. 8H), 8.93 (d, J»7.6Hz; IH), 12.46 (s, 
IH) 
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23 


9^^ 


6.12 (s, 2H), 6.91-7.70 (m, 7H), 9.05 (d, IH), 12.59 (s, IH) 


24 




3.68 (s, 3H), 3.85 (s, 3H). 6.70-7.65 (mi 7H). 9.00 (d, IH), 12.58 
(s, IH) 


25 




iU^'f.oo ^m, yjti;, 8.05 (a, Jr-S.OJlz, 111), 8.85 (d, IH), 12.35 (s, 

iH) . 


26 




7.10-8.05 (m, 8H), 9.08 (d, lH), 16.50 (s, IH) 


27 




7.15-8.10 (m, 8H), 9.05 (d, IH), 10.15 (s, IH). 12.70 (s, IH) 


28 


■Hi 


6.80-8.20 (m, 7H). 9.10 (d, IH), 12.65 (s, IH) 


29 




7.05-7.75 (m, 9H), 9.12 (d, IH), 12.70 (s, IH) 


30 




4,02 (s, 3H), 7.09-7.83 (m, 7H). 9.06 (d, J=7.6H2, IH), 10.43. (s, 
IHO, 12.60 (s,lH) 



EixamBles 31-66 

A general procediu^ for pieparaticxh of 5K4'^5^ 
[i;2,4]1riazolo[4,3-<x]quinolui-l-on^^ 



5 




To a suspension of 4-(l-oxo-l,2-dihycln>«(lA4]tiia2»lo[4,3-a]qim 
benzaldehyde (O.Smmbl) in DMF (4ml), Ae appropriate amine (Immol) was added. ITie 
mixture was stirred overnight at room tenq)^tiire. To the reaction mixture w:as add^ 
10 NaCNBHa (63mg, Immol) and 2 drops of AcOH, The reaction mixture was sealed, stined 
and heated under microwave conditions for 5 minutes at 150*'C. After cooling to anibient 
temperature, the reaction mixture was qujenched \wth water (1 mL). The erode product was 
isolated and pinified by chroamatography. 
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Ex. 


RN- 


'H NMR (400MHz, DlyISO-D6) 


31 


1 


2.05 (in. 2H), 2.80 (s, 6H), 3.05-3.25 (m. 4H), 4.32 
(s. 2H), 7.06-7.75 (mi 8H), 9.10 (m, 2H), 12.65 (s. 


32 




2.10 (m, 2H), 3.05-3.20 (m, 12H), 4.25 (s, 2H), 
7.05-7.70 (m, 8Hj, 9.05 (d, 1B0. 9.15 (s. br. IH), 


33 




3.22-r3.26 (t, J=15.2Hz, 7.6H2, 2H), 3.42-3.44 (d, 
3—1 .zHz, zii;, 4. (Si iSm-i, 96 (m, 1 11^, 
8.61-8.62 (d, J=4.4Hz, IH), 9.66-9il9 (s^ d,^; 

12.64 (s, IH) 


34 


NH 


J.us^m, ZH.;, 3.70 (m, 2H), 430 (s, 2Iv. 5.30 
br, IH), 7.10^7:70 (^ SH); 8.90 (s, br, IH), $1.10 
(d,lH), 12.60 (s,lH> 


35 


-o 


3.17 (m, 8H), 3.83 (s, 2H), 7.03t7,78 
(m, 8H), 9.15 (d. IHf, 12.65 (s. IH) 


36 


nu 

N OM 


1.75-2.30 (m. 6K0, 3-78 (m. 3H), 4.45 (m, IH), 
4.70 (m, IH), 5.60 (s, IH). 7.08-7.78 (m. 8H), 9.10 
(d, lH)i 12.65 (s, IH) 


37 




0.97 (dd. J=6.8;H2,>6H), 2.20 (m, IH). 3.05 (m. 
IH), 4.204.50 (m, 4H), 5.45 (s, IH), 7.10-7.80 (m, 
8H),8.90 (^ br, IH), 9.15 (d. 11^, 12.65 (s, IH) 


38 


O-O. 


3.10 (m. 8H), 4.05 (s, 2H). 7,10-7.70 (m, 12H), 
9.10 (d.lH). 12.65 (S.1H) 


3? 




1.91 (m, 2H), 3.02 (m, 2H). 4J26 (s. 2H). 4.32 (m, 
2H), 7.03-7.77 (m, lOH). 9.04-9.23 (m. 3H). 12.65 
(S.1H) ' 


40 




1.30 (t, 3H), 2.50 (s. 2H). 3,02 (s, 2H); 4.40 (s, 
2H). 7.67-8.00 (m, lOH), 8.75 (m, 2H), 9.10 (d, 
IH), 12.70 (s, IH) 
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41 




1.80-2.20 (m. 4H), 2.25 (m, 2H), 2.95 (fn. 2H), 
3.30 (m, 2H), 3,35 (m. 2H), 4.25 (s, 2H), 7.05-7.75 
(m, .5Ji^, 8.S5 (s, or, IH), 9.10 (d, lEQ, 12.65 (s, 
IH) 


42 




4.40 (s, 2H), 630-7.70 (m, 16H), 9.10 (d, IH), 


43 




2.51 (s, 3H)i 2.85 (m, 4H), 3.14 (m, 4H), 4.39 (s, 
2H), 6177-7.02 (m, 5H), 7.38-7.68 (m, 7H), 9.06 (d, 
J=7.6H2^ IH), 9.67 (s, br, IH^, 12.60 (s, IH^ 


44 




2.86 (s, 3H), 331 (m, 4H), 4.52 (s. 2H), 7.09-7.86 
(m. UH), 8.56 (d, J«4..8Hz, IH). 9.08 (d, J=8Hz, 
IH), 12.64 (s, \a) ■ . 


45 




4.27 (s, 2H), 4;31 (s. 2H). 6.65-6.75 (m, 2H), 7.05- 
7.85 (m, 9H), 9.d5 (<t IH), 9.50 (s, br, IH), 12.65 
(s. IH) 






4.13 (s, 2H), 4.26 (s, 2H), 6.67 (s, IH), 7.05 (s, 
IH), 7.43-7.85 (m, 9H). 9.05 (d, IH), 9.30 (s, hr, 
IH), 12.65 (s,lH) 






2.73 (s, 6H), 2.80 (m, 2H), 3.20 (m, 2H), 3.88 (s, 
2H), 4.29 (s, 2H), 4.35 (s, 2H), 6.40 (s, IH). 6.65 
(s, IH), 7.05 (s, IH), 7.61-7.67 (m, 7H). 9.10-9.25 
(ii^;2H)i 12.65 (s, lH) ^ 


A9 




3.20 (t, J-^.€H2, IH), 4.16 (s, 2E0> 4.26 (s, 2H), 
4.57 (t, J-8.6H2, 2H), 6.83-7.67 (m, 12H), 9.07 (d, 
J=8.4Hz, IH). 9.30 (s, br, IH), 12.64 (s, IH) 


49 




IH), 630 (s, IH), 6.84 (s, IH), 7.06 (s, 1]^, 7.43- 
7.69 (m, 7H), 9.10 (d,.lH), 9.30 (s, br, IH), 12.64 
(s,lH) 


50 




2.70-330 (m, 16H), 4.29 (s, 2H), 4.33 (s, 2H), 
7.06-7.70 (m. 13H), 8.90 (s, br, IH), 9.07 (d, 
J=8.8H2, lH)i 12.66 (s, IH) 
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51 




4.18-4.40 (m, 4H), IXiS-inS (m. lOH). 8 JO (s, 
IH), 9.10 (d, IH), 9.55:(s, br, IH), 12.65 (s, IH) 


52 




"A 


3.28 fm."4H^ 3 83 4Pn A 4^ /'e oxTk a c? n m 
^*f/> -J^oj ^m, /fxi^, f ^s, Zx\;, o.o7-7-Oo 

(m, 12H), 9.05 (d, J=8Hz, IH)^ 12.61 (s, IH) 


53 




i.jvr:i,:fu ^m, jnj, j.uu-:>.^y (^m, oxi^ 4.38 (s, 2H), 
7.07-7.68 (m, 8H), 9.10 (d, lEO, 12.66 (s, IH) 


54 




N 


i.ju-i.:f 1 ^m, /ri^, z.5fy-:>.:J3 Qm, Oxlj, 4.39 (s, 2H), 
7.08-7.71 (m, 8H), 9.07 (d, j=8:4H^ IH), 12.66 (s, 
IH) 


55 




2.60.3.35 (in.8H). 4.48 (s,2H), 7.06-8.17 (m, 

i2ff> 9 06/d \^fJ^{K im 


56 




2.90-3.35 (m, 8H), 4.44 (s. 2H), 7.07-7.68 (m, 8H), 
8.09 (s. IH), 9.07 (d, J=8Hz, IH), 12.64 (s, IH) 


57 . 




1.76 (m, 2H), 1.96 (m, 2H), 2.38 (m. IH), 2,90- 

^m, *ui;, ^s, 211), 0.96 & 7.08 (s, s, 2H), 
7.42-7.69 (m, 8H), 9.07 (d, J=8.4Hz, IH), 12.64 (s, 

IH) , . . • • . . 


58 




^m, zn;, (m, 3H), 2.73-3.33 (m, 
6H), 4.27-4.39 (d, J=-4i?.8Hz, 2H), 7,06-7.87 (m, 
9H), 8,99 (s, br. IH), 9.08 (d, J=8.4Ifa, IH), 12.65 


59 




F 


1.90 (m, 2H), 2.65 (m. 2K0, 2.78 (m. SEI), 3.71 (s, 
2H), 3.78-3.90 (m, 4H), 6.99-7.(58 (m, 9H), 8,68 
(s,lH), 9.06 (d, J-7.6HZ, IH), 12.65 (s, IH) 


.60 


. - 


2.18 (m. 2H>, 3.30-3.75 (m, 12H), 4.40 (s, 2H), 
7.06-7:95 (m, 8iHl), 9.07 (di J=8.4Hz, IH), 12.64 (s, 

m 


61. 


O-b. 


F 


2.28 (m, 2H), 3.27-4.19 (m, 8H), 4.52 (s, 2H), 
7.08-7.72 (m. 8H), 8.17 (s. IH), 8.50 IH), 9.07 
(d, J=8.0H2!, IH), 12.65 (s, IH) 
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62 


oh 


1.15-4.47 (m, lOH), 4.60 (s, 2H), 6.94-8.46 (m, 
1 IH). 9.08 (d, J=7.6Hz, IH), 12.64 (s, IH) 


63 




1.35-2.05. (m, 8H), 3.57 (m. IH), 4.61 (s, 2H). 
7.10-7.71 (m, 8H), 8.94 (s, br, IH), 8.09 (d, J = 
8.4Hz, IH), 12.63 (s, IH). 


64 




1.61-2:08 (m, 4H), 2.97 (m, IH), 3.13 (m, IH). 
3.72-3.87 (m, 2H), 4.15 (m, IIQ, 4.28 (s, 2H). 
7.08-7.63 (m, 8H), 9.07 (m, 2H), 12.62 (s, IH). 




OH 


1.13 (d, J = 6.4Hz, 3H), 2.73 (m, 2H), 3.98 (m, 
IH), 4.27 (s,2H). 7.06-7.70 (m, 8H), 8.92 (s, br, 
IH). 9.08 (d, J = 8.4Hz, IH), 12.63 (s. IH). 


66 




1.46 (m, IIH), 2.12 (m, 2H), 2.81 (m, 2H). 3.35 
(m, IH), 4.05 (m, 2H), 4-30 (s, 2H), 7.02-7.96 (m, 
8H). 8.96 (s, br, IH), 9.08 (d. J = 8.4H2, IH), 12:63 
(s,lH). 



wo 2004/081008 



PCT/SE2004/000351 



-60- " 

Examples 66-7,^ 

The foUowing examples were pi^aredl)y the procedure de 
using 3-methoxy-2-(l-oxo-l,2-daydro[U.4]triazolo[4^^]qui^^ 
(i>rq)ared as desCTibed for exanqjle 270 and lie appropriate ami^ 




Ex. 


KN- 




66 




2.00 (m, 2H). 2.78 (s, s. 6H)i 3.00 (m, 2H), 3.10. 
(m, 2H), 3.73 (s. 3H), 4.18 (s, 2H)i 7.10-7.70 (m, 
/xi^, o.yu ^s, wr, IM;, y.lO (d, IH), ,12.65 (s, IHy .- 


67 


■ :. N OH 


1.70-2.20 (m,4H), 3.20 (m, 2H), 3.58 (m. 3H), 
3.73 (s, 3H), 4.28 (m. IH), 4.55 (m^ IH), 7.05-7.68 
(m, -ra), 9.02 (d, J=8.4H2, IH), 12.63 (s, IH) 


68 




2.78 (8. 3H), 3.25-3.70 (m. 810, 3.73 (s, 3H), 3:91 
(s, 2H), 7:02-7.63 (m, 7H), 9.01 (4 J=8.4Hz, IH), 
12.62 (s,lH) 


69 




3.17 (m. 2H), 3.35 (m, 2H), 3.72 (s, 3H). 4.24 (s, 
2H), 7:00-7.88 (m, lOH). 8.55 (d. J=4.8Hz, IH), 
9.02 (d, J=8.4Hz, IH), 12.65 (s, IhJ 


70 




3.73 (s. 3H), 4.06 (s, 2H). 4.17 (s, 2H). 6.63-7.82 
(m, lOH), 9.01 (d. J=8.4Hz. IH), 9.09 (s, br, IH), 
12.60 (8, IH) 


71 




2.75 (S.6H). 3.20 (m,4H), 3.72 (s,3H), 3.86(5, - 
2H), 4.19 (s, il^l, 4.33.(8, 2H), 6.40-7.64 (m, 9H), 
9.02 (s, d. J=7.6Hz, 2H), 12.63 (s, IH) 


72 




2.65 (m, 2H), 3.10 (m, 2H), 3.75 (s. 3H), 4.19 (s, 
2H), 4.30 (s, 2H), 7.01-7.65 (m, 12H), 9.02 (s, br. 
IH). 9.03 (d, J=8.4Hz. IH), 12 63 (s^ IH) • 
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73 



3.12 (m, 4H); 3.48 (m, 4H), 3.70 (s, 3K[), 4.40 (s, 
2H)i 6.75-8.17.(m, IIH), 9.03 (d, J=8.0Hz, IH), 
12.61 (s,lH) 



Ebrambles 74^82 

The folloynng examples weie prepared tbeprocet^^ 
using Uie {Q)pn>piiatB alddiyde (exaiiq>Ie 30) and aniine. 




Ex. 


KN- 


IHNMR (400MHz, DMSO-d6) 


74 


1 . 


2.10 (m, 2H). 2.80 (s, 6H), 3.05 (m, 4H), 3.95 (s, 
3H), 4.23 (s, 2H), 7.03-7.75 (m, 7H), 8,85 (s, hr, 
IH), 9.10 (d, IH), 12.62 (s, IH) 


75 




3.18 (m, 2H), 3.43 (m, 2H), 3.96 (s, 3H), 4.30 (s, 
2H), 7.03-7.86 (m, lOH), 8.57 (s, IH), 9.00 (s, br, 
IH), 9.07 (d, J=8.0Hz, IH), 12.62 (s, IH) 


76 




1.00 (d, 610, 2.12 (m, IH), 3.00-3.25 (m* 3H), 
3.94 (s, 3H),4.30(s, 2H), ,7.02-7.70 (m,7H), 8.50 
(s, hr, IH), 9.07 (d, J=8.4Hz, IH), 12.62 (s. IH) 


77 




2.79 (s, 3H). 3.00-3i.30 (m, 8H), 3.85 (s, 2H), 3.89 
(s, 3H), 7.05-7.75 (m, 7H), 9.10 (d, IH), 12.65n (s, 
IH) 


78 


OH 


1.70-2.20 (m, 4H), 3.63-3.74 (m, 5H), 3.95 (s, 3H), 
4.30 (m, IH), 4.61 (m, 1 H), 7.09-7:70 (in, 7H), 
9.07 (d, J=8.4Hz. IH), 12.62 (s, IH) 


79 




3.95 (s. 3H), 4.1 1 (d, J=5.2Hz, 2H), 4.15 (d, 
J=.6Hz, 2H), 6.67-7.95 (m, lOH), 9.04 (s, br, IH), 
9.07 (d, J=8.0Hz,lH); 12.60 (s,lH) 
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80 , 




2,78 (s. 6H), 2.80 (m, 2H), 3.20 (m, 2H), 3.87 (s, 
2H), 3.99 (s, 3H), 4.24 (s, 2H), 4.34 (s, 2H), 6.41- 
7.70 (mi 9H), 8.97 (s, br, IH), 9.08 (d, J=8.0HZi 
IH), 12.61 (s,lH) 


81 




2.25-2.65 (m, 14H), 3.81 (s, 2H), 3.91 (s^ 3H)i 
6.96-7.95 (nii 12H), 9.05 (d, J=8iOHz. IH), 12.65 

(s;ii^-.'v ; v'.V ■• 


82 




3.45 (m, 8H), 3.59 (s, 2H), 3.85 (8, 3H), 6.59^8,08 
(m, IIH), 9.04 (d. J=8.4Hz, IH), 12;65 (s, IH) " 



Example 83 



10 




OH 



To ibe methoxy coiiq)oiind prepared Jn Example 8, (29.1mg, O.lmmol) was added 
BBra (IM in CH2CI2, 3nil)- The mixture was stirred at room temperature for 3 hours, and 
quenched with crushed ice. The predpitate was collected by filtration to afir<n:d tibe erode 
product. The crude pioduct was dissolved in the TntniTniim amount of DMSO (2-4 mL) and 
purified by chromatography to give flie d^red compound. N^Qt (400MH^ DMSO-d6): 
6.85-7.67 (m, 8H), 9:05 (d. J=7.6Hz, IH), 9.73 (s, IH, OH), 12.57 (s, IH) 

The following examples were prepared by debiethylation of . the corresponding 
methoxy analogue using the procedure descnb^ 



15 




Ex. 


R- 


'H NMR (400MHz, DMSad6) 


84 




6.30-7.75 (m, 7H), 9.00 (d, IH), 9.50-9.75 (s; 8, 2H), 
li50(s.lH) 
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85 




7.18-8.22 (m, 7H), 9.10 (d, IH), 9.88 (s, IH), 10.75 (s, 
IH), 12.65 (s, IH) 


oo 




l.pZ-Z.l3 {m, 'tH)y 3.3U-3.yO (m, 5±1_), 4.30 ^in, IH), 4.58 
(m, IH), 5.50 (s, br, IH), 7.05-7.69 (m, 7H), 9.07 (d, 
J=8.0H2, IK^, 10.47 (s, IH), 12.59 (s, IH) 


. o/ 

r 


■3c?- 


0.95 (d, J=6.«Hz, 3H), 1.01 (d, J=f6.8Hz, 3H), 2.16 (q, 
J=6.8Hz, IH), 3.77-4.12 (in, 3H), 4^28 (s, 2H), 5.38 (s, 
IH), 6.99-7.70 (m, 7H), 9.07 (d, J=8.4Hz, IH), 10.77 (s. 






1.79-2.13 (m, 4H), 3,17-3.34 (m, 5H), 4.25 (m, IH), 4.47 
(m, IH), 5.49 (s, br, IH), 7.04-7.66 (m, 7H), 9,03 (d, ; . 
J=8 4Hz.lin 10 11 fs IK\ 12 61fs iHi 


89 




3.18 (m, 4H), 4.26 (s, 2H), 7.00-7.85 (m, lOH), 8.53 (d, 
J=4.4Hz, IH), 8.95 (s. br, IH). 9.07 (d, J-8.4HZ, IH). 
10.47 (s, IH), 12.59 (s, liT) 


90 




2.75 (s, 3H), 3.10-3.75 (m, 8H), 3.85 (s, 2H), 7.00^7.65 , 
(m, 7H), 9.00 (d, IH), 9.85 (s, IH), 12.60 (s. IH) . 



Examples 90-101 



Synlhesis of intennediates: 



10 



7-Broiiio-2-oxo-l,2-dihydn>quinolme-4-K:ailx)x^ 

A mixture of 6-biomoisatm (226 mg, 1 mmol), malonic acid, (1 14 mg, 1, 1 mmols) and 
sodimn acetate (103 mg, 1.25 mmols) and acetic acid (2.5 ml) the was stined mider a mtrogen 
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atmosphere for 5 h. Additional sodium acetate (100 mg) was added and the resultant mixture 
was heated overnight The reaction mixture was copied to room temperature, excess acetic 
acid was removed under reduced pressure and the resultant pinkish brown soKd was washed 
with copious amounts of water and dried under A^cuum to obtain the desired product (234 
mg,88%).' 

'H NMR(300 MHZ, DMSO-ds): 6.88 (s, 11^, 7.44 (d, IH), 7.58 (s, 11^. 8.18 (d, 1H(). 12.11 
(brs, lH),j«/r268 

7-Bromo-2-oxo-l,2-dihydroquinoline-4-caiboxylic acid ethyl ester 

7-Bromo-2-oxo-l,2-dihydroquinoline-4-carb6xylic acid: (Ig, 3.74 mmols), absolute ethanol. 
(4 ml) and cone, sulphuric acid (4 ml) were heated to reflux for 45 mins. The reaction 
mixture was cooled to room temperature and the ethanol removed under reduced pressiire. 
The resultant dark brown precipitate was washed with and dried under vacuum to yield the 
desired product (0.95 & 86%). 

'HNMR(30GMHZ,DMSO-d«): 1.44 (t,3H), 4.47 (q.2H), 7.28 (s. IH), 7.40 (dd. Ih). 7.58 
(d, IH), 8.28 (d. IH). 11.80 (br s, IH), m/z 296 

7-bromo-2-chloro-quinoline-4-carboxylic acid ethyl ester: 

7-Bromo-2-oxo-l,2-dihydn)qumoline-4-carbox5dic acid ethyl ester (0.5 g, 1.69 mmols) 
phosphorous oxychloride (10 ml) and phosphorous pentoxide (50 mg) were heated at reftibc 
for 1.5 hrs under an inert atmosphere. The reaction mixture was cooled to room temperature,, 
phosphorous oxychloride evaporated under vacuum and dichloromefliane (200 ml) added. 
The resultant organic solution was washed with safd NaHCOj (50 ml), foUowed.by brine (50 
ml). The organic layer was separated, dried over Na2S04 (anhyd.), and solvent removed. TTie 
product was purified by siUca gel chromatography using an ethyl acetate ami h^xanes gradient 
to obtain the tide compound (408 mg, 76%).. 

'H NMR(300 MHZ, CDQ,): 1.48 (t, 3H). 4.51(q, 2H), 7.74 (dd, IH), 7.92 (s. IH), 8.25 (d, 
IH). 8.66 (d,lH),in/r 314 



8-bramo-l-oxo-l A-dihydn>-[l A4]-triazolo[4,3-a]qpnoline-5-caiboxyU^ acid ethyl esten . 
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7- Brom6-2T(^oro-qumoline-4-caib6xylic acid ethyl ester (305 mg, 1 mmol) ethyl carbazate 
(1 .2 inmols) , 4 M HCl in dioxane (0^ ml) and abs. ethanol (5 ml) were placed in a pyrex vial 
and fhe resultant mixture was heated at 160 for 20 min]^^ 

The mixture was cooled and the precipitated product filtered off, washed with a small amount 
5 . of methanolfollowed by hexanes and dried under vacuum to obtain the title conq>6und (193\ 
mg,57.4%). " 

NMR(300 MHZ, DMSO.d6): 136 (t, 3H), 4.38 (q, 2H), 7.68 (d, IH), 7* 77 (s, IH)^ 8.30 (d, 
IH), 9.17 (s, IH), 13.03 (s, IH), m^^ 

'•10- ■: ■ ■ " ; - : ' . , • ; ' " 

8- biGmo-lK>xo-l;2-dihydro-[1^^4]-triazol^^ 

8-Bromo-l-pxo-l,2-dihydro^[l A4]-triazol6[43-a]qumol^^ acid cfliyl ester (100 , 

ing, 03 mmols) and lithium hydroxidejnosLohydiate (0.9 rnmols, 38 mg) in a mixtme of THF, 
medianol, and water (1:1 : 1,. 2.3ml) was stirred at room tenq>erature for 2 hours. The solvent 
15 was removed to yield a pink solid. Water (Sml) was added, and the pH of the resultant 

solution adjusted to 1-2. The resulting precipitate was washed with water then hexanes and 
dried to yield the desired product (58.7 mg, 63.5%). 

^HmiR(300 MHZ, DMSO-dfi): 7.68 (dd, IH), 7.73 (s, IH), 8:46(d, IH), 12.99 (s, IH), w/z 
20 278 

5-amko-8-bromo[l,2[4]triazolb[4,3-a]quindlm^ 

8-BromoHl-oxo-l,2-dihydK> -[1 A4-triaz»lo[4,3-a]qum acid (0.5 g, 1.62 

mmols) was dissolved in /-butanol (8 ml), and diisopropylethylamine (0.3 1 ml, 1 .78 mmdls) 
; 25 followed by diphen)iphdsphoiylazide (0.39 ml, 1.78 inmols) added. The reaction mixture > * 
was heated at reflux for 5 his under anhydrous cohditioxis. The solvent was removed to obtain 
a slurry of the Boc protected analogue of the title compound! 5% trifluorpacetic acid in 
dichlorometiianewas added and the reaction mixture stirred at room temperature for 1 hour. 
Additional TFA (1 mL) was added and the resultant precipitate filtered oflF, washed with 
30 hexanes and dried under viacuum to obtain the desired product (0326 g, 72.4%); 

Example 90 ; 5-methyl-8-pyridin-4-yl[l,2,4]triazolo[4^a]quinolin-l(2H>« 8-bix)mo- 
5-methyl-[i;2,4]-tria2olo[4,3-a-quinolin-l-one (139 mg, 0.5 mmols) , 4-pyridyl-boronic add 
(74 mg, 0.6 mmols) , CS2CO3 (0.65 g, 2 mmols) and Pd(PPh3)4 (35 m& 7 mol%) were placed 
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m apjTexiiucrowavetube anddioxane(4inl)andwate^ The resultant 

heterogeneoiis mixture was hrated at 165 for 10.^ 

the end of ttiis time, the tpp organic layer.was separated, the erode product isolated and 
purified by RP-IffIx: to yieW^ 
5 Example 91 was prepared by the procedure described above starting with 8-bramo-5-methyl- 
[1 A4]-triazolo[4,3-a-^iiinolin-l-one and coi5)to 

Example 92 was synthesized in .Qt^pg irnm fl^^mmf^tQafin ae A^i^^fni^ j above. 
Example 93 was prepared via Suzuki coiq>ling of the appropriate boroiiic acid staftnig and 5- 
... amino-8-bromo{ l>2,4}triazolo[43-a]qumolin-l-(2H)-one (example 90). 

10 Example 94 was synthesized firom (2HcMoro-4-methyl-quinolm-7-yl)-dimethyl-a^ (which 
was generated according to a published procedure) and placed in a pyrex microwave tube 
with ethyl carbazate (1,2 imnols), 4 M H^ The 
resultant mixture was heated at 160 for 20 minutes in a microwave synthesizer. The 
precipitated product was filtered, washed with a sm^ . 

15 heaxnes and dried under vacuum to 
Examples 9S-99 

Were prepared as described above for eitha: iBxamp 
amino analogs). . , 



Ex. 


R, 


R2 


'HNMRCDMSCMfi) 


m/z 


90 


Me 




2 J5 (s, 3H), 7.14 (d, 1^ 8.00 (m, 4HX 8.90 
(d, 2H), 9.43 (s, 1^ 12S6 (s, IH) 


276 


91 


Me 


HN ^ 


2,55(3, 3H), 7.14 (d, IHX 8.00 (m. 4H), SSO 
(d. 2H), 9.43 (s, IH), 12^6 (s, 1H> 


332 






-Br 


5.90 (8, IIQ. 630 (br 2H), 7.58 (dd, IH), 
7.87 (d. 1^, 9.09 (d. IHX 1 1.82 (s, IH) 


279 


93 


NH2 




437(8. 2H), 5.95 (a. IB), 631 (br s, 2H>, 7.47 
(d. 2B5, 7.72 (d, 2H^ 7.76 (dd. 1^ 8.07 (d, 
1^ 933 (s^lHK 11.83 (S.1H> . 


306 



wo 2004/0S1008 



PCT/SE2004/000351 



-67- 



94 


Me 


1 

II 


2.36(s, 3H), 3.03 (s, 6H), 6.63 (s, IH), 6.84 
(dd, IH), 7.57 (d; IH), 8.37 (d, IH), 12.20 (s, 
IH) 


242 


95 


Me . 




2.53 (s, 3B0, 6.95 (s, IH), 7.20 (m, IH), 7.73 


282 


96 


NH2 


s 


5.95 (s, IH), 630 (s, 2H), 7.18 (m, IH), 7.60 
(m, 2H), 7.77 (d, IH)^ 8.02 (d, IH), 9.26 (s, 

IH), 11.80 (s, IH) 


283 


97 






5.96 (s, IH), 6.64 (d, IH), 7J2t0 (m,4H). 7.14 

/rf 1TT\ T Sn M ITrk 1 HA fa IVri QtXK/A 
\Of IJtXJt /•OU ^d, Ifll, /.oO ^8, iJCl/, O.vO \Qf 

IH), 935 (s, 11^ i L83 (br 8. IH) 


267 


98 


Me 


€%< 

H 


2.52 (s, 3H), 6.18 (m, IIQ, 6.67 (s, IH), 6:90 
(m, 2H). 7.73 (in, 2H), 9.17 (s. IH), 1132 (s. 


265 


99 


Me 




230 (s, 310, 6-67 (m, 1^, 6.98 (m, IH), 7.10 
(m, IH), 7.82 (m, 3H), 930 (s, IIQ 


266 


100 


NH2 




5.90 (s, IH), 632 (s, 2H), 737 (d, IH), 7.69 
(m, 1B9, 7.78 (d, iH), 7.98 (m, 21?), 930 (s, . 
IIQ, 11.85 (s, IH) 


283 


101 


Me 




2.51 (s, 3H), 6.55 (s, IH), 7.01 (s, IH), 736 
(d, IH). 7.70 (m. IIQ, 7.80 (m, 23), 7.95 (m, 
]H),930(s»lH) 


282 



Examples 102-126 




7-dilon>-S-methyl-2ff-[l^,4]tiiazolo[43-a]qi^ 

To a suspension of 2,6^chIozo-4-in^^qiiinolme (212mg, l.Qmmol) and etli>i caibazate 
(12Smg 1 Jtmmol) in 4ini of ethanol was added 4 drops of HCl (4N in dioxane). The reactioxi 
mbctqie was subject to miciowave inadiatioii at ISO^C for 20min. After cooling to room 
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temperatare the prcdpitated yeUow soUd was fi^ 

and dried undar vacuum to give Ae title compound as a yellow solid (76.4mg, 32.7%). 
7-Sul)stitated-5-meaiyl-2f/-:[l,2,4]i^^ 

To a 5 ml vial. 7-cMoipo-5-methyl-2£r-[l A4]triazol6[43Ta]qu^ (1 H mg, 

O.Smmo]), boronic acid (0.6mmol), cesium ^onate (65 Img, 2.Qmmol)». and 
tebakis(trisph«y^pho^htoe)panadium (4Qmg, 7mol%) were added in dioxanerwater (4:1, 
4ml). The reaction was subject to microwave irradiation at 1 65°C for iZOmfai. After cooling to 
room temperature, the lower layear wais removed Md discarded, soiyent wi removed fiom ffie 
iqn>«a^ laya: and the i?esulting residue Ttesohitiori 
wasiand.puiifiiedbyHPLC. • 
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Ex. 


R- 


IH NMR (400MHz, DMSO-d6) 


102 


•o- 


2.58 (s, 3H), 7.10 (s,lH), 8.20 (m, 4H), 8.85 (m. 2H)i 9.10 (d, 
IH), 12.53 (s, IH) 


103 




2.44 (s, 3H), 6.15-8.W (m, 7H), 1 1.55 (s, IH), 12.50 (s, IH) 


104 




2.35 (s, 3H), 6.87 (s, IH), 7.51-7.86 (m, 5H), 8.78 (d, J=8.4Hz, 
lH)i 12.23 (s, IH) 


105 




2M (s, 3H), 6.95-8.00 (m, 12H), 8.92; (d, iH), 12.30 (s, IH) 


106 




2.55 (s, 3H), 3.85 (s, 3H). 6.95-8 00 (m, 7H), 9.01 (d, IH), 12.42 
(S.1H) 


107 


-p . 


2.60 (s, 3H), 3.89 (s, 3H), 7.15-7.96 (m, 7H), 9.07 (d, J=8.4Hz, 
IHO, 12.51 (s, IH) 


108 




2.51 (s, 3H), 7.10-8.08 (m, 7H), 9.08 (d, IH), 12.42 (Si lH) 


109 




2.51 (s, 3H), 7.05-7,98 (m, lOH), 8.94 (d, J=8.8Hz, IH), 12.42 (s. 
IH) 


110 




0.92 (t, 3H), 135 (m, 2H), 1.58 (in, 2H), 2,55 (s, 3H), 2.65 (t, 
2H), 6.99-8.00 (m, 7H), 9.03 (d, J=8.8Hz, iH), 12.45 (s; IH) 


111 




2.56 (s, 3H), 4:16 (d, J=5.6Hz, 2H), 7.12-8.04.(m, 7H), 8.22 (s, br, 
2H), 9.07 (d, J=8.4Hz, IH), 12.48 (s. IH) 


112 




2.51 (s, 3H), 4.15 (d, 2H), 7.10-8.02 (m, 7H), 8.19 (s, br, 2H), 
9.07 (d, IH), 12.50 (s, IH) 


113 


xy 


2.45 (s, 3H), 2.96 (s, 6H), 6.84 (d, J=8Hz, 2H), 7.04 (s, IH), 7.64 
(d, J=8.4Hz, 2H), 7.88 (m, 2H), 8.96 (d, J=8.4Hz, IH), 1238 (s, 
IH) 


114 




2.35 (s, 3H), 6.70-7.78 (m, 7H), 8.86 (d, J=8.8Hz, IH), 12.35 (s, 

IH) 


115 




2.52 (s, 3H). 4.55 (d, 2H), 5.30 (t, IH), 7.10-7.98 (m, 7H), 9.02 
(d,lH), 12.40 (s,lH) 
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116 


CI 


2.65 (s, 3H). 7.26-8.21 (m, 7H), 9.21 (d, J=8.4Hz, IH), 12.67 (s. 
IH) 


117 




2.55 (s, 3H). 7.10-8.1 1 (m, 6H), 9.04 (d, J=8.4Hz. IH), 12.48 (s, 
IH) 


118 




2,48 (s. 3H). 7.08 (d, J=^1.2H2^ IH), 7.76 (m. 2H), 8.07-8.12 (m, 
4H), 9.05 Cd, J=8.8Hz. IH) 12 45 (s im 


119 




2.58 (s, 3H), 7.15 (s, "iH), 7.330-7.71 (m, 3H), 8.09 (m, 2H), 9.09 
(d, J=8.8Hz, IH). 12.53 Cs IH) 


120 




2.69 (8, 3H), 7.23 (d, J=I.2Hz, IH), 7.99-8.22 (m, 6H), 9.20 (d. 
J=8.8H^1H), 12.60 (s, IH) 


121 




2.51 (s, 3H), 4.60 (s. 2H). 5.30 (s, hr, IH), 7.07-7.99 (m, 7H), 
9.02 (d, J=8.4Hz, IH), 12.40 (s, IH) _ 


122 


ICO 


2,62 (s, 3H), 6.17 (s, 2H), 7.01-8.02 (m, 6H), 9.06 (d, J=8.4Hz, 
1B5, 12.49 (s, lH) . ' " 


123 




2.50 (s, 3H), 3.80/3.82 (s/s, 6H), 6.60-7.81 (m, 6H), 8.92 (d, IH), 

iz,,jy {jSy irl) 


124 




2.80 (s, 3H), 7.32 (s, IH). 7.90-8.60 (m. 6H). 9.30 (d, IH), 12.70 

(s, IH) 


125 




2.51 (s, 3H), 6;65-8.05 (m, 6H), 9.00 (d, IH), 12.45 (s. IH) 


. 126 




2.25 (s, 3H), 6.75-7.75 (in..8H). 8.77 (d, J=8.4Hz, IH). 12.18 (s, 
.IH) ■ . .• 
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Examples 127-141 

The foUovnng examples were prepared by the foUowii^ procedu^ 
l-oxo-l^sJaydro-[l A4]triazolo[43-a]qumolin-7-yl>ben2ddehy^ anS the ^propriate 



amine. 



4K5-methyl-l^xo-l,2-dmy<lr<>-[lA4]tiiaz6io^^^^^ 





Suzuki 




il 

To a 5 ml vid, 7-<Moro-5-methyi-2ff-[l A4]triazolo[4^^]qim (117 mg, 

0.5mmol), 4-fiMmylphenyIborMuc acid (90mg, d.dmmol), cesmm carbonate (65 Img, 
XOmmoI), and tetrakis(trisj)henylphosphine)palladium (40mg, 7mol%) were added in 
dioxane:watfcr (4:1, 4ml). The reaction was subject to microwave irradiation at les^C for 
20min. After cooling to room tenq)eratiue, the lower layer was removed and discarded, the 
solid that precipitated was filtered off, washed with meithMol and dried mider vacuum to give 
the desh:ed product which was iised without further purificatibn. 




To a suspension of 4-(5-methyl.l-oxo-l,2-^iihydro-[U.4]tria2olo[4,3-a]quinolin-7- 
yl>benza|dehyde (O.Smmpl, 64% pure) in DMF (4ml), the app^priate amine (Immol) was 
added- Tlie mixture was stirred overnight at room temperature and NaCNBHs (63mg, Immol) 
added, followed by 2 drops of AcOH. The reaction was subjected microwave irradiation at 
150»C for 5min- Water (lml)was added, and the crude product isolated and purified by . 
HPLC. 
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Ex. 


RN- 




127 


.. 1,. • • 


2.03 (m. 2H), 2.55 (s. 3H), 2.79 (s, 6H), 3.03 (m. 
2H), 3.17 (m, 2H). 4.25 (sj 2H), 7.09-8.03 (m, 7H), 
y.uj/y.i 1 \a/s, J— 5.4tiz/Dr, ZJtl}, 12.47 (s, 11^ 


128 




2.06 (m. 21^), 2.56 (s, 3H), 3.04 (mi, 4H), 3,19 (m, 
4H), 3.70 (in. 2iEl), 4.00 (m, 2H), 4,25 (s, 2H), 
7.10-8.03 (m, TH), 9.05 (d^ J=s8.4Hz, IH), 9.20 (s. 


129 




2.55 (s, 3H), 3.17 (m, 2H), 3:38 (m, 2H5, 4.31 (s, 
2H), 7.W-8.04 (m, lOH), 8.60 (Si IH). 9.10 (d. 


130 


NH 


2.56 (s, 3H), 3.00 (m, 2H), 3,68 (t. J?=5H2, 2H), 
4.24 (s, 2H). 5.30 (s,br, lH), 7,10 (s, lfl), 7.63- . 
8.04 (m. 6H), 8.91 Cs. br, IH), 9.05 (d. >=8.4Hz, 


131 


-o 


2,55 (s, 3H)i 2.80 (s, 3H), 3.00-3.40 (m, 8H), 3.88 
(8, ^, 7.09-8.01 (m, 7H),9.04 (di J=8.4Hz, IH); 
12.46 (s,lH) ' 


132" 


- 


2.13-2.34 (m. 6H), 2.60 (s, 3H). 3.80-3.90 (m, 3H), 
4.49 (t, JT-6.41iz, IH), 4.95 (d, J=12.8Ife, IH), 6.98 
(s, IH), 7.75-8.08 (m, 6H), 9.13 (d, J=8.4Hz, IH). 

11.42 (s, IH) 


133 




0.95 (d,d. J-6.8HZ. 6H), 2.10 (m. IH), 2.56 (s, 3H), 
2.92 (ni, IH), 3.73 (m, 2H), 432 (d. J=18,8Hz, 
2H). 5.45 (8, Inr, IH), 7.10 (s, IH). 7.67-8.04 (in, / 
6iH), 8.90 (s,br, m), 9.05 (d, J=^:8Hz, lH), 12.46 

(s,lH) .'• • ■ . ■ ' ■ 


134 




2.55 (m, IIH), 4.50 (s, 2H), 7.10-8.15 (m, lOH), 
9. W (d, IH), 10.10 (8, IH), 12.50 (s, iH) 
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ID J 




2J20 (jcn, 2S)y 2.55 (s, 3H^, 3;00 (m, 2H), 4.20-4.30 
(m, 4H), 7.08 (s, IH), 7.60-8.05 (m, 9H), 9.08 (m, 
2H), 12.50 (s, IH) 




^'^w ^^in**^ ^X'Sw 


1.41 (t, d=7.2Hz, 3H), 2.61 (s, 3IQ, 3.16 (q, 
J=7.2Hz, 2H), 4.41/4.50 (s/s, 4H), 6.90 (s, IH), 
/,/z-6.5^ ^m, luujy y.l4 ^o, J=o.81iz, IH), 11.48 

(s;iHO 


137 


\ / • NH 


1.80-2.00 (m. 41^, 2.50 (s. 3H), 2.55 (m, 6H), 2.90 
^m, za), {s, ztl), 7.10 Qs, IH), 7.61-8.03. (m, 
6H), 8.85 (s, br, IH), 9.05 (d, IH), 12;45 (s, IH) 


138 




2.51 (s, 3H), 3.30 (s, 2H), 6.15-8.00 (m, ISO), 9.00 
(,(1, Iti), iZ.4U Qs, IH) 


139 




2.55 (s, 3H), 4.22 (s, 2H), 4.28 (s, 2H), 6.58-6.68 
(m, 2H). 7.10 (s, IH), 7.88-8.01 (m, 7H), 9.05 (d, 
IH), 9.42 (s, tr, IH), 12.45 (s, IH) 


140 


HO / — V 


x.^u-i.oo ^ni, DJti^, z.DD (s, 3ri^y z.yD (m, 2ri)^ 3.20 
(m. 2H), 3,30<m. 2H). 4.32 (s, 2H). 7.10 (s, IH), ' - 
7.60-8.00 (m, 6H), 9.02 (d, IH), 12.45 (s, IH) 


141 




0.95 (d, >=6.8Hz, 6H), 2.00 (ni, IH), 2^6 (s, 31^, 
2.85 (m, 2H); 4.23 (s, 2H), 7.10 (s, IH), 7.64-8.04 
(m, &S), 8.75 (s, br, IH), 9.05 (d, IH), 12.50 (s, 
IH) 



a: Acetpne-</tf as* solvent 
Examples 142-146 

Tbp following ^canq>les prepared using the same procedure as that described for 
examples 120-134 using 2-medioxy-5K5-meth3i-l-oxo-l^Hlihydro 
a]qain6lm-7-3d)beiizaldehyde (ptepared as described above) and the a ppro pri ate amine. 
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Ex. 


R- 


IH NMR (400MHz, DMSP-d6) 


142 




2.1 1 (m. 2H), 2.54 (s, 3H), 2.14-3,22 (m, lOH), 
3;84::3.97 (m. 5H), 4.24 (s, 2H), 7"09 (d, J=12Hz. 
110.7.i24 (t,>4.5H2. IH), 7.88-7.97 (m, 4H), 
9:01/9.09 (d/^ J=8,4H2/hr. 21^. 12:46 (s, IH) 


143 




2.51 (s, 3H), 3.23 (m, 21^, 3.42 (m, 2H), 3,99 (s, 
3H), 4.31 (s, 2H)i 6.97-8.57 (m, lOH), 9.00 (s, br, 
11^, 9.03 (d, J=8.8Ife, IH), 12.45 (s, IH) 


144 


HO^ 


2.55 (s, 3H), 3.03 (m, 2H). 3.70 (m, 2H), 3.92 (s. 
3H), 4.25 (s, 2H), 7.10 (s, IH), 7.21 (d, IH), 7.89- 
7.98 (mi 4H). 8.70 (s, br, IH), 9.03 (d, J=8.8Hz, 
IH), 12.4iS (s, IH) 


145 




1.30-1.85 (m, 7H), 2.55 (s, 3H), 3.02 (m, 2H), 3.45 
(in. 4H), 3.90 (s, 3H), 4.31 (s. 2H). 7.08 (d, 
J=<).8Hz, IH), 7:26 (d, J=8.4Hz, IH), 7.90-7.97 
(m. 4H), 9.02 (d, jN8.8Hz; IH). 12.45 (s, IH) 


146 




2.55 (8, 3H), 2.73 (s, 6H), 2.80 (t, J=8.0Hz, 2H), 
3.19 (m. 2H), 3.88/3.92 (s/s. 5fl), 4.25 (s, 2H), 
433 (s. 2H), 6.42 (d. J=3.2Hz, IH). 6.62^d, 
J=3,2Hz, IH), 7.10 (4 j=0.8Hz, IH), ^.25 (d, 
J==8.8Hz, IH), 7.88-7.98 (m, 4H), 8.95 (s, br, IH), 
9.04 (d, Ji=8.8H2. IH), 12.46 (s, lH) 



wo 2004/081008 



PCT/S£2004/006351 



-75- 

Example 147 




The methoxy analogue (exanq)le 105) (30.5mg, 0. linmpl) in BBts (1M in CH2a2, 
3ml) was stirred for 3 hours at room temperature. Crushed ice was added into the mixture and 
solvent removed under reduced pressure. The residue was dissolved in tihie mtwmiim amoimt 
of DMSO and puriJBed by HPLC. NMR (400MHz. DMSO-d6): 2.50 (s, 3H), 6.85-7.95 (m, 
7H), 8.90 (d, IH), 9.85 (s, 1H)/12.40 (s/l^ 
Examples 148-149 

The following examples were prepared using the piocedure described for Example 
147 using the appropriate methoxy-substituted triazolone. 




Ex- 


R- 


'H NMR (400MHz, DMSO-d6) 


148 




2.51 (s, 3H), 6.65-7.90 (m, 6H), 8.95 (d, IH), 9.82 (s, IH), 
10:29 (s, 1«), 12.40 (s, IH) . > ; 


149 




2.50 (s, 3H). 6.80-7.95 (m, 7H), 9.00 (d, IH), 9.73 (s, IH), 
12.45(s, IH) 



Examples 150-184 ' , 

The foUdwing exapq>les w^ prq>ared iism^ 
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Piketeiie (32iial, 32g, 38iiimio0 -vm added to 
methpjQ^ptomylanmie (50& 317J25mmol) in totaene (300ml). The mixture was refluxed for ; 
eius, cboled to rook temperatoe amd allowed to stand ovemi^ The precipitated soUd was 
filtered ofi^ washed with ether and dried vinda vacuum, to give the desired product as a li^ 
yeUowsoUd (48g, 62.9%). 

A mixture of 3-dilarb-4-metho}^acetoacetanilide (48g, 199.6mmol) and cfmceniiated 
sulfuric add (80ml) waslieated on an oil-bath at 70-80»G f&r d:Sh foUbwed by l.Oh at lOO^C. 
The mixture was cooled to room temperature and poured toto crushed ice. The precipitated 
soUd was filtered ofifand recrystalHzed firan ethanpl to give the desired confound as a white 
solid (30g, 67.26%). 

A mixture of 7-chloro-6-methoxy-4-mefliyl-lH-Kiuinolin-2-one (30& 134.2mmol), 
DMF (10ml) and Aionjd chloride (300g) was refluxed for 3hr. The mixture was cooled to 
room tempoature and the solid that crystallized out filtered ofi^ washed witii acetone and 
(Med mder vacuum. The desired product was obtamed as a yeUow soUd (16.4g, S0.S%). 

To a suspojsion of 2,7-dicIoro-6-me1faoxy-4-methyl-quiiioline 1.5imnol) and 

ethyl carbazate (173mg 1.66mmol) in edianol (3.7m0 was added 6 drops of HCl (4N in 
dioxane). The reaction mixture was subject to microwave itnuliatipn at HCC for 20min. 
After cooling to room tenq>e!rBture flie orange precipitate was removed by filiation, washed 
wifli medianol (3x10 m^, and dried under vacuum, to give 8-Choloro-7-meflioxy-5-methyl- 
2ff-[l A4]triazolot43-a]qiun61in-l-one was obtained (225mg, 57.0%). 'H NMR (400MHz, 
DSlSO-i/<f): 3.37 (s, 3H). 4.04 (s, 3H), 7.07 (s, IH), 7.35 (s. IH), 8.98 (s, IH). 12.46 (s. IH) 

To a 5 ml vial, 8-ChoIoro-7-methoxy-5-methyi-2fl-[l A4]triazolo[4,3-a]quinolin 1- 
one (132 nig, p.5mmol), the appropriate borenic acid (0.6mmol), cesium carbonate (651mg, 
2.0mmol), and tetrakis(trisphenylphosphine)palladium (40mg, 7mol%) were added in 
diaxane:water (4: 1, 4nil). ITie reaction was subject to microwave irradiation at 165°C for 
20min. The mixture was cooled to room temperature and the lower layer removed and 
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discarded. Solvent was removed from the upper layer, and the residue obtained dissolved in 
minimum amount of DMSO. The DMSO solution was filtered ^d purified by HPLC. 




5 



Ex. 


R- 


IHNMR (400MHz, DMSO-d6) 


150 




2.53 (s, 3H), 3.97 (s. 3H). 7.16 (s, 1H),;7.44 (s. IH), 7.86 (m,.2H), 
8.80 (m,2H), 9.06 (s,lH), 12.50 (s.lH) ^ 


151 




0.99 (s, 9H), 2.54 (s, 3H), 3.85 (s, 3H), 4.20 (d. 2H), 7.08-7.52 
(in, 6H), 8.78 (s, lH), 12-37 (s, IH) ; 


152 


XX/ 


2.54 (s, 3H), 3.91 (s, 3iH), 6.08 (s, 2H). 7;01-7.33 (m, 5H), 8.92 (s, 
IH), 12.3^ (s, IH) ' 


153 




2.53 (s, 3H), 3.13 (s, 3H)i 3.85 (s. 3H), 4.03 (d, 2H)i 7.08-7.51 
(m. 6H), 8.77 (s, IH), 12.39 (s, IH) 


154 




2.51 (s, 3H)i 3.88 (s, 3H), 5.16 (s, 2H), 7.00-7.50 (m, IIH), 8.95 
(S,1H), 12.40 (s,lH) 


155 




2.54 (s, 3H), 4.02 (s, 3H), 6.15-730 (m. 5H), 9.20 (s, IH), 11.10 
(s, IH), 12.30 (s, IH) 


156 




2.50 (s, 3H), 3.32 (s, 3H), 3.90 (s. 3H), 4.47 (s, 2H), 7.05-7.54 (m. 
61^. 8.93 (s, IH), 12.40 (s, lH) 


157 




1.39 (s, 9H), 2.51 (s, 3H), 3.89 (s, 3ip, 4.20 (d. 2H), 7.06-7.39 
(m, 7H),' 8.92 (s,lH), 12.40 (s,lH) ^ 


158 




2.54 (s. 3H). 3.90 (s. 3H), 4.10 (t, 2H), 7.08-7.58 (m, 6H), 8.15 (t, 
hi-; 2H), 8.94 (s; IH), 12.42 (s, IH) 


159 




2.52 (s, 3H), 3.90 (s, 3H), 7.05-7.65 (m, 7H), 8.92 (s, IH), 1235 
(s,lH) ^ 


160 




2.51 (s, 3H), 3,86 (s, 6H), 7.10-8.00 (m, 5H), 8.80 (s, IH), 9.93 (s. 
IH), 12.40 (8. IH) 
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^ -78- ' 



161 




2.50 (s, 3H), 3.79/3.81 (s/s, 6H), 3.90 (s, 3H), 7.03^732 (m, 5H), 
8.94 (s. IH), 12.39 (s. IH) , 


162 




2.51 (s, 3H). 3.92 (s, 3H). 7.10-7.71 (m. 5H). 8.92 (s, IH), 12.42 
(S.1H) 


163 




2.50 (8, 3H), 2.98 (s, 6H), 3.89 (s. 3H), 6.87-7.46 (m. 6H), 8.93 (s, . 
IH), 12.36 (s, IH) 


164 




2.51 (s, 3H). 4.09 (s, 3H). 6,94-7.61 (m, 6H), 8.99 (s. IH), 12.41 
(s. IH) 


165 




2.51 (s. 3H). 3.70 (s, 3H). 3.82 (s, 6H), 6;61-7.29 (m, 5H), 8.75 (s. 
IH), 12.34 (s,lH) : 


166 




2.54 (s, 3H), 3.94 (s,.3H)i 7.13-7.40 (m, 5H), 8.98 (s, IH), 12.50 

(s,lH) 


167 




2.52 (s, 3H), 3.64 (s, 6H), 3.79 (s. 3H), 6.76-7.34 (m, 5H), 8.64 (s, 
IH), 12.34 (s, IH) 


168 




2.51 (s, 3H), 3.92 (s, 31^, 7.09-7.85 (m. 6H), 8.96 (s. IH), 12.44 
(S.1H) 


169 


MoO ' 


2.51 (s, 3H), 3.80 (8^ 3H), 3.91 (s, 3H), 6.95-7.42 (m, 6H), 8.95 (s, 
IH), 12.40 (s, IH) 


170 




2.51 (s, 3H), 3.91 (s, 3H), 7.06-7.56 (m, 6H), 8.94 (s, IH), 12.40 
(s,lH) 


171 


■-<r : 


2.51 (8, 3H), 3.41 (s, 3H), 3.90 (s, 3H), 4.49 (s, 2H), 7.06-7.46 (m, 
6H), 8.93 (s. IH), 12.40 (s, IH) 


172 




2.50 (s, 3H), 3,89 (s, 3H), 4.57 (s^ 2H), 5.27 (s, br, IH), 7.04-7.47 
(m, 6H). 8.92 (s, IH). 12.39 (s, IH) 


173 




2.49 (s. 3H), 3.88 (s, 3H), 4.55 (s. 2H), 7,32-7.48 (m, 6H), 8.91 (s, 
IH), 12.40 (s,lH) 


174 




2.53 (s, 3H), 3.90 (s, 3H), 4.13 (s, 2H), 7.10-7.62 (m, 6H), 8.22 (s, 
br, 2H), 8.95 (s, IH), 12.4i (s,' iH) 


175 




2.55 (s, 3H), 3.92 (s. 3H), 7.10-8.08 (m, 6H), 9:00 (s. IH), 10.10 
(s,lH), 12:40 (S.1H) 


176 




2.54 (s, 3H), 3.60-3.80 (m, «tS), 3.92 (s, 3H), 7.09-7.63 (m, 6H), 
8.96 (s,lH). 12.43 (s,lH) 
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177 




1.84-1.91 (m,4H), 2.54 (s, 3H), 3.45-3.52 (m, 4H), 3.93 (s, 3H), 
7.09-7.61 (m, 6H), 8.97 (s. IH), 12.45 (s, IH) 


178 




1.50-1.65 (m, 6H), 2.52 (s, 3H), 3.40-3.60 (m, 4H), 3.93 (s, 3H). 
7.09-7.62 (m, 6H), 8.97 (s, IH), 12.43 (s, IH) . 


179 




1.10-L90 (m, lOH). 2.52 (s, 3H), 3.80 (m, IH), 3.92 (s, 3H), 7.05- 
8.22 (m, 7H), 8.99 (s, IH), 12.40 (s. IH) 


180 


MeO 


2.54 (s, 3H), 3.90 (s. 6H). 6.92 (d, IH). 7.05 (s, IH), 7.32 (s, IH), 
7.89 (dd, IH), 8.32 (d, 1H),'8.90 (s, IH), 12.42 (s, IH) 


181 




2.60 (s, 3H), 4.01 (s, 2H), 4.24 (s, 3H); 7.14-7.71 (m, 6H), 9.00 (s, 
IH), 12.47 (s, IH) 


182 




2.54 (s, 3H), 2.86 (t, J^.4Hz, 2H), 3.59 (t. J=6.4Hz, 2H), 3.97 (s, 
3H), 7.14-8.08 (m, 6H), 9.03 (m, 2H), 12.49 (s, IH) 


183 




2.50 (s, 3H), 3.93 (s. 3H), 7.05-8.84 (m, 6H), 8,88 (s, IH), 12.42 
(s, IH). .: 


184 




2,53 (s. 3H), 3.98 (s. 3H), 7.03 (s, IH), 7.33 (s, lH), 7.46 (d, J = 
4.8Hz, IH), 7.65 (d. J = 2.8Hz, IH), 7.89 (s, IH), 9.14 (s, IH), 
I2.4a(s, IH). 



The following examples were piq>ared using the following procedure. 




To a. suspaision of 3-(7-methoxy-5-nieth^-l-oxo-l^.dihydro-[i;2,4]triaz^ 
a]quinolin-8-yl)-benzaldehyde (0.5inmol) in DMF (4ml), the ^lopriate amine (immol) 
was added. The Mxture was stirred overnight at room tenq>erature and NaCNBHa (63mg, 
Immol) added, followed by 2 drops of AcOH. The reaction was subjected to tiie microwave 
irradiation atl50**C for 5min. Water (1ml) was added. The crude product was isolated and 
purified by HPLC. 
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Ex. 


R- . 


NMR (400MHz, DMSO-D6) 


185 




2.54 (s, 3H). 3.03 (m; 2H), 3.68 (t, J=5.2Hz, 2H), 

3.91 Cs 3ITV 4 26^0 2Tr\ .<» 9<:Yc Vw itn n tti 
\?i t^Ao ^s, Ari^, o.z3 (s, nr, IJbl), 7.10- 

7-69 (m. 6H), 8.96 (Si br, lEO, 8.96 (s. IH), 12.43 

(s*lH) 


: 186 

■ •- 


ff7\ NH 


2H), 4.29 (^ 2H), 6.03 (ni, IH), 6,27 (ib. IH), 6,82 
(t, J=2Hz, IH). 7.09 (d, J=0.8iEfa, IH). 738-7.67 


187 




1.30-1.90 (m, 710, 2.54 (s, 3H), 2.93 (m, 2H). 3.40 
(m, 4H), 3.90 (s. 3H), 4.37 (s. 2H). 7.09-7.73 (m, 
'6H). 8.97fs'lffi 12 4'?f'«! im 


188 




2.51 (s, 3H), 3.85 (s, 3H), 434/4.36 (s/s, 4H), 7.09- 
7.68 (m. 810, 8;86 On, 2H). 8.96 (s, IH), 9.59 (s* 
bTi lH), 12.43 (3, IH) 


189 


1 


^^u, j-o.onZi onj, i.yy (m, jh), 2.51 (s, 3H), 
2.82 (mi 2H), 3.91 (s. 3H),4.25 (s. 2H). 7.10-7.69 
(m, 6H), 8.78 (s, fer. IH). 8.96 (s, IH), 12.43 (s, 
IH) 


190 




2.05 (in, 2H), 2.51 (s, 3H), 3.05 (m, 4H), 3.18 (m, 
4H), 3.68 (m, 2H), 3:91 (s, 3H), 3:96 (m. 2H), 4.27 
(s. 2H), 7.10-7.67 (m, 6H), 8.96 (s. IH), 9.10 (s, br, 
iH)i 12.44 (s,lH) 


191 




1.18 (m. 2H), 135 (m, IH), 1.63 (in, 2H), 1.92 (m, 
2H). 2.51 (s, 3Bp, 2.84 (m, 2H), 3.22 (m. 2H), 3.52 
(s, 2H), 3.95 (8, 3H), 439 (t, J=5.2a^ 11^, 7.07:. 
7.46 (m, 6H), 8.95 (s, IH), 1238 (s, IH) 
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Z.ZU ^m, 2H), 2.31 (s, JH}, 3.17 Qm, 2H), 3.96 (S, 
3H), 4.26 (s, 2H), 4.3 1 (t, J=6.8Hz. 2H), 7.10-7.95 
(m, 8H), 8.96 (s; IH), 9.07/9. 11. (s/s, 2H), 12.44 (s. 


193 




2.54 (s, 3H),.3.91 (s, 3H), 430 (m, 4H), 7.10-7.67ii 
(in, lOH), 8.96 (s, IH), 9.34 (i^ br, IH), 12.43 (s, 
IH) ■ 




■ .. . - r^-^^NHMe 


2.50 (s, 3H), 2.62 (s, 6B^, 3.17-3.30 (m, 4H), 3.92 
(s, 3h)/4J2 (s, 2H). 7.10-7.68 (m, 6H), 8.70 (s, hr, 
IH), 8.97 (s, IH), 12.44 (s, IH) 






2.03 (m, 2H), 2.53 (s, 3H), 2.73 (s, 6IQ, 3.04 (m, 
2H), 3,17 K 2H), 3.91 (s, 3H), 4.27 (s, 2H), 7.09 
(s, IH), 737-7;67 (m, 5H), 8.95 (s, IH), 9.15 (s, ter, 
IH), 12.45 (s, 110 






2.12 (s, 3H), 2.30-2.40 (m, 8H), 3;35 (s, 3E0, 3.50 
(s, 2H), 3.90 (s, 3H), 7.00-7.45 (m, 6H), 8^91 (s, 
lH),1230(s.lH) 






2.54 (i^ 31^, 3.15 (m, 21^, 3.36 (s, 3H), 3,60 (t, 
J=5;2Hz, :m), 3.96 (s, 3H), 4.26 (s. 2H), 7.10-7.69 
(na, 6H),i;96 (s, IH), 9.00 (s, fer, IH). 12.44 (s. 
llq 


198 




1.54-1.71 (in, 6H), 2.01 (m, 2H), 2.50 (s, 3H), 3.54 
(m, IH). 3.91 (s,.3H), 4.25 (m, 2H)» 7.10-7.68 (m, 

6TT\ R 80 hr' 1 Tr\ ftO#i/c ITTt lO^l/'c 1TT\ 
oxx^. 0.07 Dr, IO.J, 0.70 ijs, xxi^, iz.'tj ^5, X£i^ 


199 




2.50 (s, 3H), 3.95 (s, 3H), 4.24/4.27 (s/sj 4H), 7.10- 
7.66 (m, lOH), 8.96 (s, IK^, Sl32 (s, te, IH), 12.43 
(S.1H) 


200 


□ 


1.80 (nii 2H), 2:i7 (ni, 4H), 2.51 (s, 3H), 3.74 (m, 
IH), 3.91 (s, 3H). 4.13 (s. 2Bp, 7.10-7.65 (m, 6H), 
8.95 (s,, IH), 9.08 (s, br, IH), 12.43 (s, IH) 
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201 


NH 


1.13-2.14 fmu lOBD, 2.50 f's TfTi '^(i^fr^ im 
3.90 (s, 3H), 4.27 (s. 2H), 7.10^7.91 (m, 6H), 8.77 
(s, br, iH), 8.95 (s, IH), 12.43 (s, IH) 


202 


QH 


1.11 fd, J=60Hz. BHTl -2 57 o »>xrk 
2.96 (m, IH). 3.91 (s. 3H), 4:24 (s. 2H), 5.34 (s, br, 
IH), 7.09-7.58 (m. 6H), 8.91/8:96 (s/s, 2H), 12.43 
(s, IH) 


203 / 




221 (m, 2H^ 2.59 (s, 3H), 3.23 (m. 4H), 3.78 (m, 
8H). 3.98 (s. 3H), 4.46 (s; 2H), 7.17-7.77 (m, 6H); 
9.04 (s,lH). 12.50 (s,lH) 


204 . 


"V '' NH. ~ 


0.81 ftnL 4Hy. 2 51 fs VtTi O m /m iirv ^ on 
3H). 434 (s. 7.10-7.67 <m, 6H), 8.95 (s, IH), 
9.05 (s,br,.lH), 12.43 (s, IH) 


205 




1.83-2.05 firL 4Hi 2 SI 9 04_i no oxn 

3.73 (in. 2H); 3.95 (s, 3H); 4:n (m, lH), 4.27 (s, 
2H), 7.0?-7.69 (m. 6H), 8.96 (s, IH). 9.05 (s, l>r, 
IH), 12.43 (si IH) 


206 




2.54 (s, 3H)/3.4p (m. 2H). 3.98 (s, 3H), 4.26 (t, 
J=5.0Hz, 2H), 436 (s, 2H), 6.96-7.72 (m, 1 IH), 
8.97 (s. IH). 9.19 (s, br. IH), 12.43 (s, IH) 


. 207 


. s • ' • • 


2.54 (s, 3H). 3.17-336 (m, 4H), 3.91 (s, 3H), 4.30 
(s, 2H); 6.96-7.68 (m. 9H). 8196 (s, IB). 9.05 (s, Iw, 
IH). 12.43 (s, lH) 



ETamp lft7-nR.'>7l 

The foUbwing examples were prepared !^ ' 

exanq)les 1 85-207 using 2-methoxy-5-(7-metiioxy-5-methyl-l-oxo-l> \ 
dihydn>[lA4]tria2oM4.3-«]quinQ 
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Ex. 


R- 


lHNMRr400MH7 DMSO-H^ 


208 




2.02 (m, 2H), 2.54 (s, 3H), 2.78 (s, 6H), 3.02 (m, 
2H), 3.12 (m, 2H0, 3.91/3.92 (s/s, 6H), 4.23 (s, 
2H>, 7.10-7.63 (m, 5H)i 8.72 (s, br, IH), 8.95 
IH^ 12 43 r«! IHS 


209 




2.54 (s, 3H), 2.68-3.17 (m, 8H), 3.88-4.00 (m, 
1 IH), 7.08-7.95 (m, 5H), 8.96 (s, IH). 12.42 (s, 

in) 


210 




2.52 (s, 3H), 3.02 (m, 2H), 3.68 (t; J=5.0Hz, 2H), 
3.91 (s, s, 6H), 4^23 (s, 2H0, 5.25 (s,br, 1H), 7.08- 

(s,lH) 


211 




2.54 (s, 3H), 3.60 (s, 3H), 3.95 (s, 6H), 4.21 (s, s, 
y-"-^ ' '"-^ v™» ^^W* o-^U \S, DT, 1x1;, y^Uj ^s, 
IH), 12.42 (s, IH) 


212 




2.52 (s, 3H), 3.90 (s, s, 6H), 4123 (s, 2H), 4.33 (s, 
2H), 7.08-7.62 (m, 7H), 8.70 (m, 2H). 8.95 (s, IH), 

0 78 ^« Kr ItT^ 17il'> Yo Itn 


213 




1.17-1,97 (m, 7H), 2.51 (s, 3H), 2.89 (m, 2H), 3.42 
(m, 4H), 3.82 (s, 3H). 3.89 (s,3H), 4.32 (s,!2H), 
7.04-7.54 (m, 5H), 8.94 (s, IH), 12,37 (s. IH) - 


214 




2.54 (s, 3H), 3.19 (V J=7.2Hz, 2H), 3.41 (m, 2H), 
3.91/3.92 (s/s, 6H), 430 (s, 2H), 7.08-7.95 (m, 
8H), 8.56 (d, J=4.8Hz, IH), 8.95 (m, 2H),. 12.42 (s, 
IH) 


215 




1.15 (m, 2H), 1J2 (m, IH), 1.62 (m. 2H),2.00 (t, 
J=6.8Hz, 2H), 2.56 (s, 3H). 2.95 (m, 2H), 330 (t, 
>=5.6Hz, 3.52 (s, 2H), 3.89/3.95 (s/s, 6H), 
4.45 (t. J=5.2Hz, IH), 7.10-8.02 (m, 5H), 9.01 (s, 
IH), 12.44 (s,lH) 
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216 




2.52 (s, 3.15 to. 2Ifi 3 32 "^m ^ ft 
J=5.2HZi 2H), 3.91 (s. s. 6Hp, 4.22 (s, 2H), 7,08- 
7.66 (m, 5H), 8.73 (s. br, IH), 8.95 (s, IH), 12.42 
(s, I H) 


217 


■ 6 


1.54-1.71 (m, 8H), 2.51 (s, 3H), 3.42 (m. IH), 3.90 
(s, s, 6H), 4.18 (s, 2H), 7.07-7.61 (m, 5H), 8.69 (s, 
br. IH), 8.94 Is. im 12 41/s .1TfS 


.218 




2.51 (s, 3H). 3.90 (s, s. 6H), 4.24/4.26 (s/s, 4H), 
7.07-7,58 (m, 9H), 8,93 (s, IH), 9.11 (s, br, IH). 
12,41 (s, IH) 


= 219 




1.79 (m, 2H), 2.16 (m, 4H), 2.51 (s, 3H), 3.72 (m, 
IH), 3.91 (s, s, 6H), 4.07 (s, 2H), 7.08-7.62 (m, 
5H), 8.85 (s, br, IH), 8J?5 (s, IH), .12.41 (s, IH) 


220 


NH . . . . 


1 ;28-2:12 (m, IQH), 2.51 (s, 3H^, 3.06 (m. IH), 
3.91 (s, s. 6H), 4.20 (s, 2H), 7.08-7.92 (m. 5H), 
8.50 (s, br, IH), 8.95 (s, IH), 12.41 (s, IH) 


221 




0.69 (m, 2K), 0.78 (m. 2H), 2.50 (m, IH), 2.92 (s, 
3H), 4.18 (s, 2H), 4.27/4.31 (s/s, 6H). 7.46-7.91 
(m, 5H), 9.35 (s, lH), 12.80 (s, IH) 



Examples 222-225 

The foDowing exatnplesvrere prepared usmg the sam 
examples 208-221 using 2-(7-meth6xy-5-methyI-l-oxo-l,2-.dihydro(l,2,4]ttia2»l 
5 a]quinolin-8-yOben2aldehj«ie and the appropriate amine. 




10 
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tSK. 


jRN- 


IH NMR. (400MHz, pMSO-d6) 


222 


XT- 


2;49 (s, 3H), 3.85 (s, 3H), 4.0(M.30 (m, 4H), 7.00- 
7.70 (m, lOH), 8.74 (s, IH), 9^34 (s, hr. IH), 12.43 
(s, IH) 


-223 




2.55 (s, 3H), 2.86 (m, 2H), 3.53 (m. 2H), 3.90 (s* 
3H), 4.07 (8, 2H), 5.12 (s, hr. IH), 7.13^7.73 (m, 

oH), 8:71 (s, or, IH), 8.85 (s, IH), 12.43 (s, IH) 


224 




1.33-1.72 (m. 5H), 2.49 (s, 3H), 2.70-3.30 (nii 6H), 
3.96 (s, 3H), 4.28 (m, 2H), 5.26 (s, br, IH), 743i- 
7.79 (m, 6H), 8.77 (s, IH), 12.44 (s, IH) 


225 




1.41 (m, 3H), 2.92 (s, 3H), 3.17 (m, IH), 4.12-437 
(m, 7H), 7.55-8.15 (m, 6H), 9.15 (s, br, IH), 9.24 
'(s,lH), 12.86 (s,lH) 



Example 226-272 




As previously described, the methoxy analog (O.lnimo]) in BBra (IM in CH2CI2, 3ml) 
was stirred for 3 hours at rooni temperature. Crushed ice. was added and the solvent removed 
under reduced pressiro. The residue ,was dissolved in nn'iiimnn^ amount of DMSO and 
purified by HPLC, 



Ex. 


Rl- 


R2- 


'H NMR (400MHz, DMSO-d6) 


226 






2.38 (s, 3H), 4.36 (s, 2H), 7.03-7.60 (m, 6H), 
8.68 (s, IH), 9.88 (s, IH). 12.34 (s, IH) 


227 






2.40 (s, 3H)» 6.75-7.25 (m, 5H), 8.91-9.08 (m, 
3H), 9.80 (s, IH), 12.35 (s, IH) 


228 






2.45 (s, 3H), 4.20 (s, 2H), 7.10-7.78 (m,6H), 
8.25 (s, br, 2H), 8.98 (s, IH). 10.10 (s, IH), 
12.40(s, IH) 
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229 


-<r 




9.00 (s, IH). 10.02 (s, IH), 12.42 (s, IH) 


230 






7.56 (m, 6H), 8.93 (s, IH), 9.97 (s, IH), 12.35 
(s,lH) 


231 








> 


2.40 (s,3H), 7.10-7.50 (m. 5H), 8.95 (s,lH). . 


232 


Cl 


CI 


2.40 (s, 3H), 7.04 (s, IH), 7.31 (s, IH), 8.92 (s, 
IH), 10.57 (s, IH), 12.42 (s, lH) 


/ 




>- 


■■. 


U.y4\d, J— o.4±iZ, ojti), 2.01 (m, IH), 2.42 (s, 
3H), 2.82 (m, 2H), 4.44 (s, 2H), 7.05-7.75 (m, 
6H), 8.70 (s, br, lH)i 8 95 (s. IH), 10.15 (s. 


234 






1.20-1.90 (m, 7H), 2.40 (m, 2H), 2.50 (s, 3H), 
2.77 (m, 4H), 4,38 (s, 2H), 7.05-7.76 (m, 6H), 


235 






2.41 (s, 3H), 2.79 (s, 3H), 3.20-3.70 (m, lOH), 
7.04-7.64 (m, 6H), 8.92 (s, IH), 10.05 (s, IH), 
12.36 (s,lH) 








Z.40 (^S, 3il), J.U2 ^m, 2H), 4.20 (m, 41i), 7.00- 
7.63 (m, 5H), 8.63 (s, br, IH), 8.89 (s, IH), 9^9 
(s, IH), 10.47 (s, IH), 12.34 (s, IH) 


OVl 

/. 






l.JD-l.oD (m, jJtl}, 2.41 (S, 3x1}, 2.o5 (m, 2x1}, 
3.30 (m, 2H), 3.50 (m, 2H), 4.40 (s, 2H), 7.04- 
7.71 (m, 6H), 8.94 (s, IH), 10.15 (s, IH), 12.38 


238 










2:40 (s, 3H), 4.31/4.35 (s/s, 4H), 7.01-7.84 (m, 
7H), 8.9i (m, 3H), 935 (s, IH), 10.16 (m, 2H), 
12.38 (s,lH) 


239 






2.42 (s, 3H), 3.02 (m, 2H), 3.67 (m, 2H), 4.26 
(s, 2H), 5.25 (s, br. Hi), 7.05-7.52 (m, 6H), 
8.93 (8, 8, 2H), 10.05 (s, IH), 1237 (s, IH) 
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240 






1.54-2.03 (m, 9H), 2.42 (s, 3H), 4J2A (t, 
J=5.8Hz, 2H), 7:05-7.75 (m, 6H), 18.88 (s, br, 
IH), 8.94 (s, IH). 10.11 (s. IH). 12.38 (s, IH) 


241 


O- 


o- 


2.42 fs. 3H). 4.26/4 27 (t/t 4W» 7 n<: 7 -74 
lOH), 8.94 (s. IH). 9.28 (s, to; IH), 10.1 1 (s. 
IH), 12.38 (s, IH) 


242 


O-rx, 


0-r\_ 


. 1.82 (m, 2H>. 2.17 ftn. 4H» 7. 4,1 ft -^m 7n 
(m, IH), 4.12 (s, 2H), 7.05-7.71 (m, 6H). 8.93 
(s, IH), 9.05 (s, hr, IH), 10.15 (s. IH), 12.39 (s, 
TH) 


243 






4H), 4.45 (m, 21^, 7.00-7.80 (m, 6H), 8.90 (s, 
IH), 9.50 (m. IH), 10.15 (s, IH). 12.40 (s. IH) 


244 






1.11 (d, J==6.4Hz. 3H> 2 42 /""J im •? 7^ <«. 
2H), 2.95 (m, IH), 3.95 (m, IH), 4.26 (s, 2H), 
7.04-7153 (m. 6H), 8.90/8.93 (s/s, 2H). 10.15 (s, 
Iffi. 12 40 ^^s 


245 






2.10 (m, 2H). 2.42 (s, 3H), SJM (m, 6H), 3.71 
(m, 6H), 4.40 (s, 2H), 7.05-7.78 (m, 6H), 8.95 
(s, IH), 10.20 (s IHV 12 40 *'<! im 

\^ ^O, XXAy, xa.*tV ^a, Axil 


246 






0.80 (m, 4H), 2.42 (Si 3H), 2.75 (m, IH). 4.33 
(s, 2H), 7.04-7.74 (m, 6H), 8.93 (s, IH), 9.10 (s, 
br, IH). 10.18/8. IH) 12 40r<: im 


247 






2.42 (s, 3H), 3.47 (m, 2H), 4.25-4.35 (m, 4H), 
6.90-7.80 (m, IIH), 8.96 (s, IH), 9.15 (s, bri 
IH). 10.15 (s, IH), 12.38 (s, IH) 


248 






1.10-2.12 (m, 1 1^, 2.41 (s, 3H), 4.25 (s, 2H). 
7.03-7.72 (m, 6H). 8.74 (s. br, IH), 8.92 (s, 
IH), 10.15 (s, IH), 12J8 IH) 


249 




X 


1.85 (m, 4H). 2.42 (s, 3H), 3.48 (m. 4H), 7,04- 
7.69 (m, 6H). 8.96 (s. lH)i 10.10 (s, IH). 1237 
(s,lH)' 
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250 






-o- 


1.61-1.70 (m, 6H), 2.58 (s, 3H), 3.42 (m, 2H), 
3.67 (m, 2H), 7.09-7.75 (m, 6H), 9.01 (s, IH), 
10.14 (s, IH), 12.42 (s, IH) 


25i' 






1 .10-1,90 (m, lOH), 2.40 (s, 3H), 3.85 (m, IH), 
6.83 (s, IH), 7.21 (s, IH), 7.68-7.77 (m, 4H^, 
8.92 (s,lH) 


252 


or 




2.42 (s, 3H), 6.85-7.25 (m. 6H), 8.80 (s, IH), 
9.36 (s, IH), 9.59 (s, lH), 12.30 (s, IH). . 


253 






I 


2.41 (s, 3H), 7.02-7.29 (m, 6H), 8.91 (s, IH), 
9.48 (s, IH), 9.92 (s, IH), 12.34 (s, IH) 


254 




i 




2.39 (s, 3H), 3.91 (s, 3H), 6.93-7.31 (m, 3H), 
7.95 (d, J = 8.4Hz, lH)i 8.40 (s, IH), 8.92 (s, 

1 TT\ 1 n 10 fa 1 *Pr\ 1 0 /o 1 TT\ 

■ . .' ' ' . ' *. - 


255 




.0",, 


2.43 (s, 3H), 7.15 (s, IH), 7.38 (s, IH), 7.98 (m, 
2Kl. 8 80 fm. 2H> 9 10 Ts. IH) 10 60 (s IH). 
12.45 (s,lH) 


256 






2 45 fs. 3H) 7 05 Cs IH) 7 64 Hi) 7 80 fd. J 
= 4.8Hz, IH), 8.23 (d, J = 4.8Hz, ik). 9.47 (s, 
IH), 9.73 (s, br. IH), 12.45 (s, IH). 


257 


(X 




2.40 (s, 3H), 7.Q3-7.63 (m, TH^, 8.93 (s, IH), 
9.98 (s. Hi), 12.35 (s, 110^ 


258 






2.40 (s, 3H), 7.04-7.66 (m, 6H), 8.93 (s, IH), 
10.11 (s,lH), 12.37 (s,lH). 


259 


a 


a 


2.41 (s, 3H), 7.0^7.81 (in, 5H), 8.92 (s, IH), 
iO.20 (s, IH), 12.40 (s, IH). 


260 




XOZ.-: 


2.40 (s, 3H), 7.00-7.40 (m, 6H). 8.80 (s, IH), . 
12.40 (s,br,lH). 


261 




i 




2.42 (s, 3H), 7.05-7.50 (m, 6H). 8.94 (s, IH), 
10.13 (8. br. IH), 12.38 (s. IH^. 
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262 






2.35 (s, 3H), 3.04 (s, 6H). 6.90-7.56 (m, 6H), 
8.92 (s, IH), 9.86 (s, br^ IH). 12.31 (s, IH). 


263 






. ..42-1.77 ^in, oJo), z.'M-. oxi;, j.yu \ni, laj, 
4.12 (s, 2H), 7.09-7.70 (m, 6H). 8.60 (s, br, 
IH), 8.81 m(s, IH), 10.27 (s, IH). 12.39 (s. 
IH).- 


264 






1.08 (m. 3H), 2.51 (s, 3H), 2.80 (m, 2H), 3.65- 
4.20 (m, 3H), 7.10-7.72 (m, 6H), 8.80 Cin, 2H), 
10.25 (s, IH), 12.40 (s, IH) 


265 




^^^^ r^'^N^'^ 


2.43 (s, 3H), 3.18 (s, 2H), 4.09 (s, 2H), 7.10- 
7.70 (nii lOH), 9.10 (s, hr, IH), 10.10 (s, la), 
12.39(8, IH) 


266 


a; 
9 

m 


9" 


1.10-1.80 (m, 7H), 2.44 (s, 3H), 2.50-2.80 (m, 
4H), 4.00 (m, IH), 4.35 (m, IH), 7.10-7.75 (m, 
6H), 8:74 (s, IH), 10.14 (s, IH), 12.40 (s, IH). 


267 


1 




2.42 (s, 3H), 2.60 (s, 6H), 2.85 (m,- 2H), 330 
(m, 2H), 4.40 (S, 2ry, 7.05 (s, lit), QS, 111^ 
7.52-7.76 (m, 4H), 8.66 (s, br, IH). 8.95 (s, 
IH), 10.12 (8. br, IH), 12.38 (s, IH) 


268 






2.01 (m, 2H). 2.50 (s, 3H). 2.78 (s, 6H), 3.04 
fm. 2m. 3.13 fm. 2H). 4;27 (s. 2H). 7.06-7.74 
(m, 6H), 8;94 (8, s, 2H). 10.11 (s, IH), 12.38 (s, 
IH) 


269 






2.2a(in, J = 6.8H2, 2H), 2.45 (s, 3H), 2.99 (m, 
2b), 4:29 (m, 4H), 7.06 (s, IH). 7.49 (s, IH), 
7.51-7.77 (m, 6H), 9^00 (s, IH), 9.05 (s, br, 
IH), 9.10 (s, IH), 10.14 (s, IH). 12.38 (s. IH) 
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270 






2.10 (m. 2H), 2.42 (s, 3H), 3.04 (m, 4H), 3.17 
(m, 4H), 3.75 (m, 4H), 4.05 (m, 2H), 4.28 (s, 
2H), 7.07-7.74 (m, 6H), 8.94 (s, s, 2H), 10.12 
(s. IH). 12139 (s, IH) 


271 






2.38 (s, 3H), 4.28 (s, 4H), 7.05-7.80 (m, lOH), 
12.38(s,lH). 


272 






2.42 (s, 3H), 4.33 (s. 4H), 7.06-7.76 (m, 8H), 
8.70 (m, 2H), 8.95 (s, IH), 9.45 (s, br, IH), 
10.08 (s, IH), 12.38 (s, IH^. 





b: MeOD as solvent 



Examples 273-289 
Scheme 1 



'^^^Y^'V^Q NaOAcHOAc ^^YYS EtOH. cat. H3^04 ^O^s^Xv-^ 
CjAj-N CHglCOOH)^'" a-^^j^^O Reflux Cl'-'^Jj^O 



SOCI2, DMF 

CI 



17(W.20Tnin 

NHaNHCOOEt 
Microwave 




5%UOHaq 



MeOH 



O^OH 

^0>..,ij?v.,,x^ Blph^iyl Phpsphory! azide 




t-BiiOH^piEA 




Ij ^1 SUZUKI 



NH2 



IMBBrslnCHsCIs HO 
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Scheme 4 




N a 



17e»C,30mrn 



&Br3.CH2q2 HO 





o 



a'^^N CI KaCOa, 





NHjNHCOOEt o 
Microwave . 




Hydrec^ehydrat 




SUZUKI 




Scheme S 



BBr3,CH2Cla HOsj^^^^ Br-^^^^^^Ct 



CI 




Microwave - ^ : 



SUZUKI 




OH 



Scheme 6 




iPT^^" + AMINE ReducBveamiiiaBo n '^"j^^X^JT^^ 



. 175^, 40mln-60mtn 



N'^a NH^NHCOOEt 
Microwave 



HO 



IMBBTginCHjC^ 
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The following examples were prepared as described in Schemes 1-6 above: 




Ex. 


XI 


X2 


X3 


X4 : 


IHNMR 


273 




H 


H 


H 


1.90 (m, 2H), 2.76 (m, 2H), 4.23 
(m, 2H), 6.50-7.66 (m, 3H), 7.93 
(d, J = 7.2Hz, IHO, 8.92 (d, J = 
8.0Hz, IH). 


274 




OMe 


CI 


H 


3.97 (s, 3H), 4.78 Cs, 2H), 5.62 
(s, br, IH), 7.15 (s, IH). 7.35 (s, 
IH), 9.01 (s, IH), 12.53 (s, IH) 


275 


>H^QH 


OH 


CI 


H 


4.65 (s, 2H), 5.53 (s, br, IH), 
7.10 (s, IH), 7.32 (s, IH), 8.94 
(s, IH), 10.54 (s, IH), 12.49 (s, 
IH), 


276 




OMe 


^^^^^^^ 


H 


3.81 (s, 3H), 4.30 (m, 2H), 4.83 
(s,2H), 5.02 (s, br, IH), 5.60 (s, 
br, IH), 7.16-7.60 (m, 6H), 8.76 
(s, IH), 12.44 (s, IH). 


277 




OMe 




H 


3.87 (s, 3H), 4.60 (d, 2H), 4.85 
(d, 2H), 5.25 (t, IH), 5.63 (t, IH), 
7.15^7.48 (m, 6H), 8.99 (s, IH), 
12.45 (s, IH). : , 


278 




OMe. 




H 


3.88 (s, 3ir), 4.82 (s, 2H), 7.01- 
7.38 (m, 6H), 8.95 (s, IH), 12.45 
(s,lH). 
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279 




OH 




H 


4.38 (s, 2H), 4.71 (s, 2H), 
7.10-7.60 (ni, 6H). 8.70 (s, IH), 


280 




OH 




H 


4.58 (s, 2H), 4.70 (s, 2H), 7.08- 
7.55 (m, 6H), 8.92 (s, IH), 9.90 
(s, IH), 12.35 (s, IH). 


2oi 




wxl 




u 

XI 


8.94 (s, IH), 10.01 (s, IH), 12.41 


282 




OMfe 




H 


3.71 (s, 3H), 3.81 (s, 3H) ■ 4.82 
(s, 2H), 5.50 (s, br, IH), 7.02- 

(s, IH). 


283 




OH 


or 


H 


4.71 (s, 2H), 6.90-7.31 (m, 6H), 


284 


NH2 


OMe 


Ah,' 


H 


3.89 (s, 3H), 6.00 (s, IH), 7.01- 
9s, IH). 


285 


NH2 


OH 


a 


H 


6.40 (s, br, 2H), 7.63 (s, IH), 
9.96 (s, IH), 10,40 (s, IH), 12.09 

^S, Itl). 


286 


NH2 


OH 




H 


6.90-7.50 (m, 51^, 8.60 (s, IH), 
13.18 (s, IH) 


287 


NH2 


OH 




H 


6.65 (s, IH). 7.82 (d, IH), 8.20 
(s, IH), 8.29 (d, IH), 9:55 (s, 

IH). 


288 


H 


OH 


H 




1J24 (m, 2H), 1.76 (m, 4H), 3.82 
(m, IH), 4.10 (s, 2H), 7.12 (d, J = 
7.2Hz, 2H), 7.63 (s, IH), 8.74 (d, 
J = 9.6Hz, IH), 9.16 (s, br, IH), 
9.93 (s, br, IH), 12.71 (s, IH). 
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10 



289 



H 



OH 



H 



4^4, 4.31 (s, s, 4H), 7.01-7.61 
(m, 7H), 8.74 (t, J = 4.8Hz, IH). 
9.32 (s,br,lH). 9,92 (s,lH), 
12.68 (s, IH). 



Examples 290-291 




NHJ«iCjH^OH 




Urea 



NHNH, 




i5-Meliyi[li2;4]tiiazolo[4i3a]q^ ■ 
5,9-Diinethyl[IA4]tria2»lo[4,3a]quinol^^ 

A solution of the chloroquinoline (0.02mol) arid NH2NHC2H4OH (o;02mol) in 
cellusolvc (lOna) Was heated to reflux for four Ether was added and the resultant 

precipitate removed by filtration. H.e crude solid was recrystallized fioin ethanol to yidd the 
interineddate hydrazine. : = ' 

A solution ofthpiiileimediate hydrazine (0.01 moiy a^^ 
(1 OmI) was heated to reflux; for two hours. The solution was cooled and the resultant soHd 
filtered off and reiaystaUized fiom DMF to give the pure tf^ 



15 




Ex. 


R- 


fti^F ~ [ '■ [ ~~ — '"^ — '~ — ^- — 1 


290 
~29r 


H 


275°c ; • ' . . • . — — — — : '—^ ^ — 




Me 


220"C . ■ ■ ' : ^ ^— — ■ — 
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Examples 292-293 



96- 



COjH 



1. DPPA. tBuOH 

2. TFA 



NH, 



10 



4-Aiiiiiic>.2^r.[lA4]tria2olo[43.a]qui^^ 
. 5.Anuiio.2fr[U,4]triazolo[4>a]qu^^ ^ 

^ A mixture of the startmg cariH>;qdic acid "(0.2imno0. diphenylphosphoiyl azide 
(O^mmol), diisopropyleayl^ (0.22mmoD « t-butanol (1ml) was heated at SO-C for six 
hours. E^c^t-bufanol was removed ih^ and the residue su^^ 
Tb. soKd was r«noved by filtration, the ffltrate evaporated and purified by siKca gel 

. lie BOC protected amine. (Clmmol) was suspended in CHaCfe (0.5ml) and 
tnfluoroaceticadd(a5mDadded llxer^sultantmk^^ 

two hours. Tie reaction mixture was ev^^ted and the residue triturated to give a soUd 
15 ^«>Mwasfilteredoffanddriedimderhi^vacum^ 



r 



20 



Ex. 


R- 


IH NMR (400MH2, DMSO^d^ ' '~~ ^ 


292 


4-NH2 


5.73 (s. 2H). 6.40 (s, IH). 7.19-7.31 (m, IH). 7.40-7.50 (m. IH). 
8.76.8.84(m, lH), 12.50 (s, IH) 


293 


i 5-NH2 


5.94 (s. 110. 7.41 (t. 7H). 7.60 (t. IH). 7.98 (d, IH). 8.98 (d. IHT" 
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97- 




NH^NHCPaEt 



N ^a, Br 




10 



[lA4]tiia2»16[43a]quinolm(2H)one: 
8-Methoxy[ii2,4]tria2»lo[4^a]qumolin(2H)one: 
8-muoro[l A4]triazolo[4,3a]quinolm(2H)one: 

The starting ludoquiiK>line was dissolved in NMP (1.9ml) in a 20x125 reaction tube 
A catalytic quanti^ of HQ (4M in dioxane) was added and the ructions heated in a block at 
135*C imtil conqilete as detennm«l by IX; MS. 

The imxtui«s were cooled and die precipitated pro^ 
necessary the product was purified by dniiii^ . 




Ex. 


R- 


R'- 


LCMS ~ ■ ' — ^ ■ -■. . ■ ■ 


294 


H 


H 


186qvi+H)* ~ ~ ' ' . . 


295 


OMe 


.Me 


230 CM+H)+ : ; r - . — '■ — —' — "' ' . 


296 


F 


Me 


218 (M+H)* . • — — -■ ■ ■ ^ 











15 



20 



Examnleg 2Q7-<l^7 

Hie foUo^g examples were prqiared via Suzuki a)revidusly described), 
Sonogashita or Stille coupling as ^nqiriate: ' 

A typical procedure for Sonogaidma coupling is as oulii^ 
8^renic>.5:melhyi{U[4>triazolo[4>a]quinolin.l(2H>one, (lOOmg, 0J6mmo0. dichloro 
bistriphenyi ph«5,hine palladium (13nig.0.018nimol). copper 

we dissolved m dry THF (1 mL). tricdiylamine(0.15mL,1.08mmol). alkyne (0.54mmol) 
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were added, the solution was degassed for 5 minutes, then heated up at 60^C under argon for 
2.5 hours. The crude product was purified by prep. HPLC to obtain 6% and 35% of the 
desired product 




PdCl2(PPh3)2/CuI 



-H 




EX 


R 


'HNMR 


MS(MHHh) 


297 


>^ 


2.45(s, 3H), 2:91(8, 6B0, 4;39(s, 2H), 7.13(s. IH), 
7.63(d, IH), 7.86(d, IH), 9.10(s, IH) 


281 


298 




2.45(8, 3H). 2,69(bs. 3H), 4^(bs, 2H), 7.12(s. 
IH), 7.57(d, IH), 7.86(d, IH), 9.10(s, iH) 


267 


299 


OB 


0.95(t, 6H), 2.2p(s, 3H). 3.39(q, 2H), 3.47(q, 2H), 
5.36(S, IH), 6.86(8, IH), 7.33(d, IH), 7.58(d, 
IH), 8.78(8, IH) 


326 



Examples using the Stilie coupling procedure were pt^ 
The appropriate triazolone (1 eq) was placed in a microwave tube containing a Stir bar and4hc 
desired stannane (1.5 eq) was added togeliier with palladium tetrfdstriphen3^hosphine<7 
mpl%) and dioxane (3 mL). A few grains of NaQ weiiB added and die contrats ivtrc heatdl 
in a Smith Synthesizer (microwave) for 1800 sees at 140 "C ifollowed by 1200 sees at 165 "C. 
The desired prodact was isolated by HPLC pnrificatidn (5-20%). . 




OH 



R-B. 



OH 



Pd(PPh3)4 

0^063 R 

DkocaneiHJO 
(4:1) 
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EX 


R 


'HNMR 


MS(MH+) 


300 


, 


2.32 (s, 3H). 6.13 (m, 1H), 6.51 (s, 1H). 6.88 (s, 2H), 
7.68(m, 2H),9.12(s. 1H), 11.51 (s,1H) - ' . 


26S 


301 




2.43fm. 5H) 6 48ft IH"! SQOfm 91l-n 7 'fl-l\ 

7.69(d+d. 2H), 9.13(s, 1H) . 


26S 


302 




2.47 (s. 3H), 6.98(s, IH), 7.20 (m, IH), 7.61 (m, . 
2H), 7.80 (s, 2H), 9.28 (s, IH) 


282 


303 




2.46 (s, 3H). 6.56 (br s. 1H). 7.01 (s. IH). 7.60 (d. 
IH). 7.76 (d, IH). 7.84 (s, 2H). 7.99 (d, IH), 9.30 (s, 

IH) ' ■■ ■ ■. 


282 


304 




2.46 (s. 3H). 6.68 (m. IH), 7.02 (s, IH). 7.11 (d, IH). 

7.82 (m, 3Hi), 9.30 (s, IH) 


266 


305 




2.45(s. 3H), 6.94<s, IH), 7.00(8, IH), 7.T3(d, IH), 
7.83(ni, 2H). 8;^9(s, IH), 9.15(s, IH) 


266 


306 




2.43 (s, 3H), 6.93 (s, IH), 7.74 (m, 2H), 8.12 (s, 
2H), 9,18 (s, IH) 


266 




<^ ■ 


2.16 <s. 3M), 6.55 (br 8, IH). 7,20 (s,1H), 8.0 (m. . 
2H). 8.10 (m, 2H), j9.$4 (s. 1H) 


283 


308 


rV 


2.50 (s. 3H), 6.54 (s. IH). 7.12 (s. lH). 7.94 (d. 1H). 
1H).9.78(s,1H) 


278 


309 




2.2(8. 3H), 2.4 (8, 3H), 6.8 (d, IH). 7.0 (s. IH). 7.4 (d. 
IH). 7.5 (s. IH). 7.7 (d. IH). 7:9 (d. IH). 9J26 (s, IH). 
9.7(s.1H) 


306 


310 


^^^^^^^ 


2.4 (8. 3H), 7.1 (8, IH). 7.8 (m. 1H). 7.9 (m. 3 H). 8.0 
(m. IH). 8.2 (8. iH). 9.3 ( s. IH), 12.5 (s. IH) ' 


301 


311 




2.4 ^8. 3H) 6 5 IH't ' 7-2 1 7 Q Im m\ a a to 
1H).12.6(s.1H) 


301 


312 


CN 


2.4 (S.3H). 4.1 (s. 3H), 6.6 (s. IH). 7.0 (s. IH), 7.5 (d. 
2H). 7.8 (m. 3H). 7.9 (d. IH), 9:3 (8. IH) 


315 


313 




2.4 (s, 3H), 7.0 (s. IH). 7.7 (m, IH), 7.9 (m. 2H). 8.2 
(m, IH). 8.7 (d. IH). 8.9 (s. IH). 9.3 (s. IH) 


277 
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^.'t IS, 311), e.9 (1H, s), 7.25 (d, 1H), 7.4-7.6(m, 4H). 
7.7 (d, 1H), 7.85 (d, 1H), 8.9 (s. 1H) 


306 


315 




v»> >>«»7» o.o ^5, pn^, # ,u \s, Tn;, /.i (a, in), 7.7 
(m. 3H). 7.9 (d. 1H). 9.4 (s. 1H) 


306 


316 




2.4 (s, 3H). 6.5 (bs, 1H0, 6.9 (m,3H), 7.7{d. 2H), 7.8 
(d. 1H). 7.9 (d, 1H), 9.2(8, 1H). 9.8 (bs, 1H) 


292 : 


317 




2.4 (s. 3H). 7.0 (s, 1H). 7.3 (s, 1H). 7.5 (m. 4H), 7.8 
(m.2H).9.1 (s,iH) 


319 


318 


. 


2.4 (s. 3H). 6.9 (s, 1H). 7.5 (s, 1H), 7.55-7.9 (m. 4H). 
8.1(s,1H),8.2(8i1H>.9.5(s, 1H) 


319 


319 




2.4 (s. 3H). 4.5 (s. 3H). 6.8 (m. 1H). 7.05 (s. 1H). 7.25 
(m. 3H), 7.5 (d, 1H). 7.8 (d, 1H). 8.8 (s. 1H) 


336 


320 




2.4 (s, 3H), 2.5 (s, 6H). 7.05 {s. 1H). 7.5 (d. 1H) 7.0? 
(d,lH),9(s.1H) 


295 


321 




2.38 (s. 3H). 2 48 3H) 3 00f« "vm rq9 /o iu\ 
7.56 (d. 2H) 7.72 (m. 4H). 9.50 (s. 1H) 


347 


322 


o 


1.85 (t. 4H). 2.34 (S. 3H). 3.42 (t. 4H). 6.92 (s, 1H). 
7.65 (m. 6H). 9.56 (s; 1H) 


373 


323 


b 


1.50 (m. 6H), 2.45 (s. 3H). 3.32(m. 2H). 3.60(m. 2H), 
7.02 (s. 1H), 7.50 (d, 2H) 7.80 (m. 3H). 9.35 (s. 1H) 


387 


324 


0 


2.48 (8, 3H)..3.62 (m. 8H)i 7;Q2 (s. 1H). 7.56 (d. 2H) 
7.84(m.4H).9.28(8,1H) 

1 


389 
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325 




2.48 (s. 3H), 2.90 (s. 3H), 7.05 (s. 1H). 7.45 (m. 5H) 
7.90 (d. 1H). 8.98(s. 1H), 9.05 (s. 1H) 


369 


326 




2.48 (s. 3H). 3.00 (s, 3H), 7.05 (s 1H) 7 28 Yd 1H\ 
7.50(m. 3H), 7.71 (d. 1H). 7.90(d. 1H). 9.28 (s. 1H) 


369 • 


327 




2.48 (S. 3H), 3.02 (s. 3H). 7.02 (s. 1H). 7.35 (d, 2H) 
7.70 (in, 3H), 7.88(d. 1H). 9.28 (Si 1H) . 


369 . 


328 




2.20 (s. 3H). 2.38 (s. 3H). 6.90 (s. 1H>. 7.18 (s, 1H), 
7.40 (sMH) 7.68 (d. IH). 7.74(d, 1H), 9^18 (s. 1H) 


296 


329 




2.48 (s, 3H), 4.60 (d. 2H). 5.52(t. IH). 6.95 (m. 2H), 
7.40 (s, IH) 7.70 (m, 2H). 9.18 (s. IH) 


312 


330 


^^^^ 


2.48 (s. 3H), 2.60 (s. 3H). 7.05 (s. IH), 7.75 (d, IH) 
7.90 (m. 2H). 8.00(d, 1 H), 9.35 (s, IH) 


324 






i.oo^a. .jn;, i:.40 (s, 3H), 4.90 (q, IH), 6.96 (m, 2H), 
7.40 (s, IH) 7.65 (m, 2H), 9.18 (s, IH) 


326 


332 


^^^^^ 


2.48 (s. 3H). 7.02 (s. IH). 7.60 (d, IH) 7.74 (d. IH). 
7.82(ra,1H).9.28(s,1H) 


326 



Etamples 333-339 

Fused triazolones with alkoxy substitutots were 
borpnate ester of phenol using the appropriate alkyl chloride (1.1 eq) and heating the reaclanls 
in DMF in the presence of cesium caibopate (1.1 6q). The alkylated methyleneaminophenyl 
substitutwi triazolones were s^teized y[a aminatii^ of bramomethyiphenjdlkjroiiic add 
wifli the appropriate amine (2M in.lHP) at reflux (2h to overnight) to yieldthe corresponding 
aminated borbiiic acid. ... 
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The alkylated boronic acids prepared as described above were used to synthesize the 
following examples using the Suzuki coupling conditions previoxisly described 




CSaCOaflDMFj^Q- 



PdgCdbayBUaP 
NajCOg 

DME/EtOH/HaO 




EX 




■HNMR 


MS(MH+) 


333 




4.69(s.aj), 5.45(bs. lH),6-88(s, IH)* 
7.01(8, lH),7.65(d, lH),7.71(d, IH), 
7.77(8. IH), iSI2iSi IH), 9.10(^ IH^ 


405 


334 


/ 




1.25(t, 6H), Z47(s, 3H), 3.26(q. 4H). 
3.57(t, 4;40(t, 2H). 7.03(s, IH), 
7.19(4 2H), 7.76Cm. 3H). 7.187(4 IH), 
9.27(8, IH) 


391 


pH 

Br 




EX 


NR1R2 


'HNMR (DMSfO-d6) 


MS(MH+} 


335 


,:<>;■. 


2.43(8, 3H), 3:i5(t, 3H), 3.24(t, IH), 
3.57(ti. IH), 3.89(t. IH), 4.37(s, 2H), 
7.02(s, IH), 7.61(4 ?H), 7.79(in. 3H), 
7.86(4 IHX 9^8, IH) 


375 


336 






2,26(s, 3H), 2.55(bs. 3H), 2.80(ni, 2H), 
3.14(m, 2H), 3.49(in. fflK),^.83(8, IH), 
7.28(4 2H), 7.53(in, 3H), 7.66(4 IH), 
9.07(8, IH) 


388 
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337 


CH3NH 


2.31(s, 3H), 2.42(t 3H), 4.02(t, 2H), 
6.88(s, IH), 7.45(d, 2H), 7.63(m, 3H), 
7.72(d, IH), 9.13(s, IH) 


319 


338 




1.42(s, 9H), 2.49(s, 3H), 3.10(m, 4H), 
3.72(m, 2H), Co8(m^, 4.82(s. 2H), 
7.08(s, IH), 7.67(d, 2H), 7.84(m, 3H), 
7.92(d. IH), 9.32(s, IH) 


474 


339 


■ 0 


2.46(s, 3H), 3.57(in, 8H), 4.45(s,2H), 
7.07(s, IH). 7.82(ni, 4H), 7.90(d, IH), 
9.31(s, Hp 


374 



8-bromo-5-hromomethyl[l^[43triazolo[43.a]quinolm-l^ 
following procedure: 

8-bromp-5-hydroxymethyl[l^[43triazolo[4,3-a]qim (5.92 mmols, i.5 

5 g)wassuspeBdedinDMF(30iriL)andCBr4(7Jli^ 

mmols, 1 .2 eq., 1 .86 g) added. The resultant mixture was heated with stirring at 80 deg and 
the reaction progress monitored by LC-MS, After heating for 4 h, a further 0.6 eq. each of 
CBr4 (0.98 g) and PhaP (0.78 ^ were added and heating continued imtil complete 
disappearance of the starting alcohol was observed. The reaction mixture was cooled to room 
10 temperature and the precipitated product was mtered off; wMiedwiA 

DCM followed by hexanes to giv^ the required product as a ligjbit gray powder (55-58%). 
Examples 340-364 

5-formyl 3-thiophene boronic acid (lOOmg, 0.64mmol) was dissolved m DME (3ml), 
and the appropriate amine (3.2mmol) was added, followed by a drop of HOAc. The resulting 
15 solution was stirred for 5 minutes at room temperature. Sodium triacetoxyborohydride 

(271mg, 1.28mmol) was added and tjie resulting solution was heated at 60**C for 5 hours. The 
solvent and excess suiiine were evaporated under vacuum and the crude product used without 
further purification to coiq>le with the appropriate S-bromotriazolone as previously 
described . . . . . 
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X = CH3. NH2, CHgOH, G(0)NH;^R 
For &e foUowing examples X==inefiLyl 



EX 


R1R2N 


'HNMR (DMSOd6) 


MS{MH+) 


340 




2.47(s, 3H), 3.15(bs, 41^, 3.30(bs, 4H), 
4.68(s 2H), 7.05(s, IH), 7.79(s, IH), 

7.86(m, 2H), 8.07(8, 13H), 8.20(s, IH), 
9.30(s.lH) 


422 


341 


GH3NH 


2.47(s, 3H), 2.62(bs, 2H), 4.44(bs,2H5, 
7.05(s, IH), 7.757(s, IH). 7.85(in, 2H), 
8.11(s,lH),9.29(s,lH) 


325 


342 




2.46(m, 5H), 2.80(s, 34H), 3.05(m, 4H), 
3.40fm. 2H). 3.9b('s^ff> 7 O'i/'q IPn 
7.47(s, IH), 7.83(m, 2H), 7.95(s. IH), 
9.26(s, IH) 


394 


343 




1.41(8, 9H), 2.47(s, 3H), 3.05(m, 2H), 
3.43(m, 4H), 4.03 (in,2H), 4.65(s, 2H), 
7.05(8, IH). 7.86(m, 3H), 8.17(8, IH), 
9.22(8, IH) 


480 


344 




2.47(8, 3H)i 3.46(m. 8H), 4.72 (s,2H), 
7.03(8, IH), 7.85(m, 3H),. 8.16(8, IH), 
9.28(8, IH) 


380 


345 




1.90(m,2H), 2.47(s, 3H), 2.78(8, 6H), 
3.1 l(m, 4H), 4.50 (b8. 2H), 7.05(s, IH), 
7.77(8, IH), 7.84(ni, 2HX 8.13(s, IH), 
9.30(8, IH) 


396 
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346 


EtNH 


1.15(t, 3H), 2.39(s. 3H), 2.94(m, 2H), 
4.37(bs, 2H), 6.99(s, IH), 7.26(d, IH), 
7.56(d, IH), 7.79(m, 2H), 9.22(s, IH) 


339 


347 




1.53(d, 6H), 2.69(s, 3H), 3.59(m, IH), 
4.69(bs, 2H), 7.29(s, IH), 7;59(d, IH), 
7.86(d, IH), 8.08(m, 2H), 9.52(s, IH) 


353 



For the following compounds X = -CH2OH: 



EX 


^ R1R2N 


NMR(DMSO-d6) 


MS<MH+) 


348 


- 0 . 


3.15(m, 2H), 3.47(m, 4H), 3.98(m, 2H), 
4.70(d, 2H), 4.76(s, 2H), 7.11(s, IH), 7.83(m, 
3K0, 8.16(s, IH), 9.31(s, IH) 


397 


349 




2.62 (s, 3H), 4.44(bs, 2H), 4.76(s, 2H), 7.1 l(s, 
IH), 7.75(s, IH), 7.83(m, 2H), 8.1 l(s, IH), 
9.31(s, IH) 


341 


350 


/—\ 


2.80(s, 3H), 3.05(m, 4H), 3.39(m, 2H), 
3.90(bs, 2H). 4.76(s, 2H), 7.09(s, IH), 7.47(s, 
IH); 7.803(m. 23H), 7.95(s, IH), 9.27(s, IH) 


; 410 


351 


Me 


2.80(sm, 6H), 4.60(bs, 2H), 4.76(s. 2H), 
7.11(8, IH), 7.83(in, 3H), 8.18(s, IH), 9.31(s, 
IH) 


355 


352 


0 


3.57(m, 8H), 4.68(s, 2H), 4.76(s, 2H), 7.10(s, 
IH), 7.83(m, 3H), 8.15(s, IH), 9.29(s, IH) 


396 


353 


Me 


2;00(m, 2H), 2.78(s, 6H), 3.1 l(m, 2H), 
3.13(m,2H),4.49(s, 2H), 4.76(s, 2H), 7.1 l(s, 
IH), 7.76(s, IH), 7:83(in, 2H), 8.13(s, IH), 
931(s,llp, 


412 



For the following compomds X = NH2: 
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EX 


R1R2N 


'HNMR ; 


MS(MH+) 


354 




2.62(bs, 3H), 4.42(bs, 2H), 5.95(s, IH), 
7.76(m, 2H)i 8.05(d, IH), 8.11(8, IH), 
9.32(s, IH) ' 


326 


355 




2.81(s, 3H), 357(m, 8H), 4.55(s. 2H), 
5.96(s, IH), 7.80(in, 2H), 8.05(d, : 
lH),8.12(s, IH); 9.31(s, IH) 


395 




For the following compounds X = methyl 



EX 


R1R2N 


'HNMR (DMSOiie) 


MS(MH+) 


356 




2.46(8, 3H), 2,61(bs, 3H), 4;42 (bs, 2H), 
7.06(s, iH), 7.32(d, IH), 7.64(d, IH), 
7.86(m,2H),9.28(SilH) 


294 


357 




2.39(m, 2H), 2.54(s, 3H). 334(iii, IH), 
3.61(11^ 3H), 4.06(m, IH), 4.60(s, 2ip, 
7.14(8, IH), 7.51(d, lH)i 7.72(d, IH), 
.7.93(in, 2^, 9.36(8, IH) 


380 


358- 




2.39(ni, 2H), 2.55(s, 310. 3.33(m, IH), 
3.61(iiii 3H), 4.06(m, IH), 4.61(s, 2H), 
7.14(8, IH), 7.54(d, IH). 7.72(d, IH), 
7.93(m, 2H), 9.36(8, IH) 


380 


359 




2.53(8, 3H), 3.63-4.50(m, 7H), 7.12(s, IH), 
7.39(d, IB), 7.68(d, IH), 7.92(iii, 2H), 
9.31(8, IH) 


366 
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For the following compounds X = -CH2OH 



EX 




rllNiVlrv 


MS(MH+) 


360 




3.15-3.64(in, 6H), 3.95(in^H). 4.62(bs, 2H). 
4.75(s, 2H), 7.12(s, IH), 7.35(m, IH), 
7.65('irLlH> 7 SBfnL 2ID 9 30fs IHTi 


397 


361 




2.60(s, 3H), 4.42(s, 2H), 4.75(s, 2H), 7.11(s, IH), 
7.32(d, IH), 7,62(d, IH), 7.83(m. 2H), 9.29(s, 
IH) 


. 341 


362 




2.47(m, 2H), 2.80(s, 3H), 3.08(m,4H), 3.39(m, 
2H), 3.86(s, 2H), 4.74(s, 2H), 7.09(m, 2H), 
7.583(d, IH), 7.79(ni, 2H), 9.23(s, IH) 


410 


363 


Me 


2.80(8, 6H),4.57(s, 2H), 4.76(s. 2H), 7.12(s, IH), 
7.37(d, IH), 7.68(d, IH), 7.84(m, 2H), 9.30(s, 
IH) 


355 . 


364 


•0 


3.D5(m, 2H), 3.62(m, 2H), 4.53(in, 6H), 4.75(s. 
2H), 7.11(s, IH), 7.48(d, IH), 7.66(d, IH), 
7.83(m,2H),9.29(s,lH) 


396 



Examples 365-373 

8-Bi:omo-5-hydroxymethyl[l j2[4]tria26lo[4,3-a]quinolin- was coupled with 

the .appropriate boronic acid under Suzuki conditions, or reacted with the appropriate stannanc 
vmder Stille conditions to prepare the examples below: 
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EX 


R 


*HNMR(DMSOHd6)' 


MS(MH+) 


365 




4.62 (d, 2H), 5.54 (t, IH), 6.19 (m, 11^, 6.57 (m, IH), 6.87 (s, IH), 6.96 (s, IH) 
7.66 (ra,2H);9.11 (s. IH) 1135 (tar s, IH), 123 (s, IH) 


281 


366 




4.75 (s, 2H), 5^8 (br Si IH), 6.95 (s, 1^ 7.10 (s, 1H),.7.72 (m, IH), 7.80 (m, 21^ 
8.29 (vlH), 9.19(5,11^, 


282 


367 




4.75 (S.2H), 5J6 (brs, IH), 6.54 (br s, IH), 7.03 (s, IH), 7.73 (iii,2£D* 811 (brs 
2H),9.19{3,1H) 


282 


368 


Q 


4.75 (8. 2H), 5.56 (br s, IH), 6.54 (br s, IH), 7.03 (s, IH), 7.73 (m, 2B5, 8.1 1 (br 
s,2H),9.19(s,lH) 


282 


369 




4.78 (s, 2H), 7.20 (s, IH), 755 (hi, 4H), 8.82 (d, 2H), 9.43 (s, IH) 


293 


370 




4.75 (s, 2H), 5.56 (br s, 11^ 6JW (br s, IH), 7.03 (s, IH), 7.73 (m, 2H), 8.1 1 (br 
s,2H),9.i9(s,lH) 


282 


371 


o 


4,75 (d, 2H), 5.6 (t, IH), 7.05 (s, IH), 7.6 (d, IH), 7.7 (m, IH), 7.8 (s, 2H), 8.0 (d, 
1H).93(S,1H) 


298 


372 




4.6 (d, 2H), 4.7 (d, 2B5, 6.5 (s, IH), 7.1 (s, IH), 7.5 (d, 2H), 7.7 (d, 2H), 7.8 (d, 
lH),7.9(d,lHX93(s*lB0 


322 



Examples 373-397 

The hydroxymethyl group on ttie triazolone^^^ 
S brominatipn (as described previously) and amination followed by Suzuki coupling (under the 
conditions deoibed above). 
Graeial animation procedure 

To 8-bromo-5-bromomethyl[i^[4]tria2oio[4,3-a]qumolin^ (1 mmol, 1 eq) mi THF- 

(0.5-lml) was added a solution of die ^prppriate amine (1-2M in THF). and the mixture 
10 stined at room tenq>erature under nitrogen. On conq>l^on of flie reaction (I Smins-lhour) as 
detemiined by LC-MS, theTBDF was removed under ieduced pressure and the resultant pasty 
solid triturated widi a mixture of <x>ld ether and hexanes (s^ 
product was dried imdCT vacnnmi and used m Ihe Suzuki co^ 
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BX 


R 




'jm^MBL (PMSCM6 unless otherwise stated) 


MS 
ChflW-) , 


373 






2.75(s, 6H), 3.10-3,80(in, 6H), 7^0(s, 11^), 
7.92(8, 11^ 9^26(8, IH) 


368 


374 






3,110. 2H),3.41(ti 2H), 433(s, 2H), 731(5i IHX 7^0{s> 
IH), 7!57(d, IH), 7.73(4, IH), 7.89(d, IH), 7.95(d. IH), 
8.04(SilH), 9.32(8, IH) 


391 


375 




NH 


235(m, 2H), 3.19(t, 21^. 4.41(t, 2H), 4.57(s, 21^), 
7.41(s, IH), 7.67(d. IHJ, 7.80(s, 1H5, 7.84(d, 2H), 
7.98(4 IH), 8.02(4 IH), 8.14(8, 11^, 9.42(s. IH) 


405 


376 




Me. 
Me 


l,37(d, 6H), 3.55(m, IH), 4.49(s, 2H), 7 J3(s, IHX 
7.62(d. IH), 7:76(4 11^, 7.89(4 IH), 7.96(4 IH), 
8.06(3, IH), 9.34(8, IH) 


339 


311 






1.47(t, 3H), 334(14 2H), 4.67(3, 2H), 7.51(s, IH), 
7.80(4 IH). 7.93(4 IH). 8.06(4 lib. 8.15(4 IH), 
8^s,lH). 9.52(8, IH) 


325 


378 




^> 
Me 


2.87 (m, 6H), 4.62 (m, 7.49 (s, IH), 7.62 (m. IH), 
7.78 (m, IH), 7.89 (m, 1^, 8.09 (m, IB), 
8.12 (m. IH), 936(in, IH), 10.17 (s, IH) 


325 


379. 






4.2 (s, 2H), 6.09 (m. IH), 6.50 (m, IH), 6.84 (m, IH), 
7.01 (m. Ill), 7.69 (m, 2H), 831 (br 8, 2H),. 
9.10 (iii,lH),l 1.5 (brs,lH) 


280 


380 




NHMe 


2.65 (m, 3H). 3.70 (m, 2H). 4.60 (m, 2H), 7.43 (m, IH), 
7.67 (in,.lH), 7.78 (m, IH), 7,95 (m, IH), 8.04 (m, IH), 
8.1 1 (m, IHX 9:ip (br s, IH), 938 (s, IH). 
9.75 (brs, 110 


.354 


381 






5.64 (8, 2H), 6.i6 (iri, IH), 6.58 (s, IHE), 6.81 (s, IH). 
6.90 (s, IH), 7.68 (m, 21^. 7.75 (m, 2H), 9' 15 (s, 2H), 
11.58(br8,l^ 


331 
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382 






5.70 (s, 2H). 6.98 (s, IH), 7.52 (m, IH), 7.68 (m, 2H), 
7.80 (m, 3H), 7.97 (s, IH), 9.16 (s, IH), 9.28 (s, IH) 


348 


383 






CD20) 3.40 (m, 4H), 4^ (m, 2H), 6.27 (m. IH), . 
6.57 (n^lH), 6.90(111, 2^ IH) 


324 


384 




■ x: 


0,82 (m, 2H), 0.95 (m, 2H), 2.90 (m, IH), 4.60 (m, 2H), 
732 (s, HO, 7.60 (m^ IH), 7.75 (m. IH), 7.89 (m, IH), 
8.03 (m, 2H), 9^7 (br s, 2H), 936 (s, IH) 


337 


385 






1.41 (s, 9H), 3;25 (m, 4E0, 4.47 (m, 2H), 6.20 (m, IH), 
6.61 (m. 1H),6.99 (m, IH), 7.07 (no. IH), 7.23 (s, IH), 
7.78 (m, IH), 7 SI (in, 1^, 8.95 (m, 211), 9.22 (m, IH), 
n.62(brs,i]^ 


423 


. 386 






330 (m, 2H), 3.78 (m, 4H), 3.96 (m, 2^^, 4.66 0» 21^), 
6.98 (s, IH), 7.59 (s, IH), 7.78 (m, IH), 7.86 (s, IH), 
8.19 (m, 1H),.8.36 (s, IH), 9Jil (s, IK^, 10.60 (br s, IH) 


351 


387 






(DiO) 0.6(in, IH), 1.01 (m. IH), 1,65 (iii. 3H), 2.05 (m, I 
23d (m, IH), 2.86 (m, IH). 3.00 (t, IH), 335 (m. IH), 
3.57 (m. 2fl), 3.69 (d, IH), 4.15 (q, 2H), 6.18 (m, IH), 
6.52 (m. IH), 6.80 (S. .1HX 6.89 (s. IH), 731 (8, IH), S3 1 


a). 

364 
(S, IH) 


388 






(P2O) Z87 (dd, 6H), 4.5 (s, 2H), 6.25 (in, IH), 
6.5 (m, IH), 6.9 (m, 2H9, 73 (d, IH), 7.4 (d, IH), 
8.4(s,lH) 


325 


389 




1 

NHMe 


2.70 (n^ 3H), 4.42 (m, 2H). 734 (s, IH). 7.60 (m, IH), 
7.75 (m, IH), 7.89 (m, IH), 7.9? (m, IH), 8.03 (m, IH), 
9J^9(brs,2H),932 (s, lH) . 


311 


390 


Br- 


Me 

/ 

Me 


i.8 1 (s, 6H), 4.60 (m, 2H), 733 (m, IH), 7.71 (m, IH), 
IHX 9.19 (m, IHX .10.01 (br s, IH) 


323 


391^ 




J ■ 


0.5 (m, 2H),0.75 (m, 2H), 1.1 (m, IH), 3.0 (m, 2H), 4.5 
(m. 2^), 7.4 (s, 7.6 (d. IB). 7.75(4 IH), 7.85 (dd, 
IHX 8.0 (B, ISQ, 9.15 (bis, IQ), 9.2 (8, IB) 


351 


392 






3.60 (m, 41^ 4.00 (m, 8H), 4.52 (s, 2H), 7.41 (in, IH), 
7.62 (m, .iq>, 7.77 (m, 1^), 7.89 (m. IH). 7.98 (m. IHX 
8.06 (s, IH), 936 (^ IH), 9.89 (hr s, 2H). H 30 (br s, 11 


411 
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393 




Me 

Me 

J. /*-Mb 

HN 


1.65 (4 3H), 2-96(8, 6H), 4:10 (m, 2H), 4.68 (n^ 3H), 
7.54 (s, IH), 7.68 (d. IH), 7.81 (4 lH]i, 7.94 (d, IH), 
8.12 (m,2B^ 9.40 (s,lH) 


382 


394 




. MeN - 


Z76 (s. 3H>.3.45 (t, 2H), 3^8(^ 2H), 4.61 (s, 2H), 
,7.45-7.73 (m, 6HX 7.91 (s, 11^ 8.03-8.12(iii, 2H). 
836 (d 11301,9.26 (8, lEO 


416 


395 




fl Me 

HN 


U6 (d,6^)^ 2.72 ClI^lZO> 3-40 K4IQ^4.4S(bs,2^ 
731 (s, IHX 7.49 (d, lir>, 7.6i (d. IH), 7.87 (d, IH), 
7^3(iii.2H),9^1(s»lH) 


382 


396 






4.43 (bs, ZH), 7.14 (s, IH), 7.54 (a, IH), 7.o5 (^d, IH}, 
7.82 (m, 2H), 7.98 (s, IH), 9i7 (s, IH) 

'■■■<■ 


297 


397 




^ ^NHj 

HN 


3.20-3.40 (m, 4H), 4.50 (s, 2H), 734 (s, IH), 
7.55 (d. 1H)» 7.68 (d, IH), 7.82 (d, IH). 
7.92 (d. IH), 7.9? (s, IH), 9.27 (a»lH) 


340 



Esamoles 39fr410 



5 




The starting material was syn&esized fipm 6-biomoisatin as previously desciibed and 
coqpled with appiopri ate bonmic add under standard conditions^ The amino groiq> was 
modified in some cases via a standard HATXr mediated coiq>ling wilh 
10 carboxyUc add to generate an aiiude prior to Suzukis 
General procedore for HATU cpiq>ling 
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DIEA (9.74 mmols, 5 eq)was added to the carboxylic acid (1.95 mmols, 1 eq) in DMF (5 ml), 
followed by HATU (2.9 mmols, 1 .5 eq). The resultant mixture was stirred at room 
temperature for 1 5 minutes and a solution of the required amine (2.9 mmols, 1 .5 eq) m DMF 
(5 ml) added. The mixture was stirred at room temperature for an hour. Additional HATU 
5 (1 .5 eq) and DIEA (5 eq) were added and the reaction was allowed to stir for an additional 
hour to complete the reaction (LC-MS). The reactioii mixture was concentrated on under 
reduced pressure. The DMF solution containing crude product was used in subsequent 



reactions witiiout extensive purification. 



EX 


R 


X 


'HNMR(DMSO-dQ 


MS(MH 


.398 




H 


5.92 (s, IHX 632 (s, 2H), 731 (s, IH), 7.41 (m, 6H), 
7.77 (s, IH), 7.96 (d, IH), 9.12 (s, IH), 1 i.79 (s, 1H> 


320 


399 




H 


3.82 (s, 3H), 5,93 (s, IH), 631 (br s, 2H), 7.1 1 (d, 2HX 
7.70 (m, 3H>, 8.03 (d, IH), 930 (s, IH). 1 1.82 (s. IH) 


307 


400 




H 


43 (s, IH), 5.9 (s, IB), 73 ( d, 11^, 7.4 (m. IH). 
7.5 (d, 11^, 7.6 IH), 7.75 (d,lH), 9.2 (s, IH) 


307 


401 




H 


2,86 (m. 6H), 332 (m, 2H), 3.60 (s, 3H), 3.72 (m, 2H), 
^•""\,™» '™ vin* lri>, fOO (S, IHJ, 7.71 (Xll» 3H), 
7.80 (ii, 3H), 7.98 (m, IH), 8. U (m, IH). 9.01 (m. IH), 
9. 12 (m, IH), 932 (m. IB), 9.92 (m; IH), 10.04 (brs. IH) , 


278 


402 




H 


5.94 (s, IH). 6.68 (m, IH), 7.12 (m, IH). 7.79 (d, IH), 
7.87 (d. IH^, 8.04 (d, 1H5. 937 (d, IBM 1.87 (br s, IH) 


267 


403 






5.8 (s, IH), 63 (brs, 2^, 6.9 (s, IH), 7.7 (d, IH), 7.8 (s. IIQ. 

7.9(d, lH),8i4(s, 1H),9.1 (s. IH). n.8(s. IH) 

*. . ■ . . ■» • • 


267 


404 




H 


5.83 (s, lH), 6.19 (m. 1H).6.27 (brs.2H), 6.53 (s, IH), 
6.90 (s; IH). 7.74 (m, IH), 7.91 (m. IH). 9.14 (s. IH), 
11.48(5. IHX 1 1.77 felH) 


. 266 


405 




H 


5.88 (s, IH). 631 (s, 2HX 7,70 (d, IH). 7.98 (d. 2H). 
8i4 (br 8. IH). IH). 1178 (s, IH) 


267 


406 




H 


5.92 (s. IH). 637 (s, 2HX 7.21 (4 IH). 7.68 (m, 2H). 
7.79 (d, IH), 8.04 (d. IH), 930 (m. IQX 11-86 (4 IH) 


283 
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407 




H 


5.88 (s, IH), 608 (bi s, 2H), 7 (d, IH), 7.68 (d, IH), 
7.75 (d, IH), 7.91 (m, 2H), 9.24 (s, IH), 1 1 .76 (s, IH) 


283 


408 




H 


2^8(8, 3H>. 5^ (s, 11^. 638 (bs, 2H), 7.78 (d. IH), 
7.90 (d. IHX 8.00 (d, IH). 8.08 (di IH), 938 (s, IH), 
11.76(8, IH) 


325 


409 




H 


1.50(d, 3H), 4.98(q, IH), 5.98 (s, IH), 6.92 (d, IH), 
732 (d, IHX 7.62 (d, IH), 7.85 (d, 2H). 9J2A (s, IH) 


327 


410 






3.23(8, 3H). 3.42(8, 3H), 3.67(m, 4H), 6.D3(8»1H),7 
.15(bs. IH), 7.74(d, IHX 7.89(d, IH), 8.10(d. IH). 
8.19(8, lH), 8.30(d, IH), 931(8, IH) 


382 



8-brom6-l-oxo-l^^dihydiD[l^[4]tria2olo[43-a]q^ acid was coupled 

under &e conditions describe abovei prior to formation of fhe final piodticts by. Snzuki 
5 coupling under standard conditions. 




10 



EX 


R 


R1R2N 


*Hhn^ ( DMS<>d6 unless Stated otbenvise) 


MS(MH+) 


411 




^NH 


2.63(8, 3^, 2.89(8, 6H), 333(in. 2HX 3.67 
(m, 2H), 4.45(8. 2H), 7-48(s, IH). 7.75(s, IH). 
7.83. (d. IHX 8.03(4 IH), 8.12(s. l£t). 931(^ IH) 


425 


412 




iX 

-XL 


3.76(8. 3£Q. 43(M50(iii. 4^^ 4.«Z(bs. 2HX 
5.02(m, IH), 7.64(8, 11^ 7.96(m. 2H), 8.20(d. IH), 
830(8. IB), 9.50(8. IH) 


409 
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413 




T 

WNH 


4.05 (m, 41^. 4.9 (m. IH), 7.5 (s, IH), 7.65 (d, IH), 
7.85 (m, 2H); 8.0 (m. 2H), 9.0 (br s, 2H), 93 (d. IH). 
9.6(ra,lH) 


366 


414 






^81 (s, 2H), 2.85 (m, 610, 331 (m, 2H), 3.59 (s, 3H), 
3.70 (m, 2HX 4JX5 (m. lOH), 7.55 (8, IK), 7.70 (m, 1^, 
7.79 (m, IH), 8.02 (m, 2H), 9.12 (m, IH). 930 (s, IH), 
10.18(111, IH) 


494 


415 




Me 


2.78(8, 3H),2.91(d;6H),3.09(in. 215, , 
3.55(m, 4H), 3.66(m, 2H), 3.87(s, 2H), 
7.14{d, IH), 740(3, IH), 7.57<d, IH), 
7.83(d. IH), 8:b3(d, IH), 9.02(t, 1H>, 9^7(8, IH) 


494 


416 






2.8(5 (m, ^332 (in,2H), 3.60 (s, 3H), 3^72 (m, 2H), . 

4.00 (in.lOH), 7.46 (m.lH), 7.56 (s,iH), ■■ 
7.71 (m, 3H). 7.80 (m, 3H), 7.98 (m, 110, 

8.11 {m, IH), 9.01 (m, IH), 9.12 (m, IH), 
9.32 (m, IH), 9.92 (m, IH), 10.04 (br s, llQ 


488 


417 




Me 


2.86(d, 6HX 330-3.70(10, 12H), 4.46(s, 2H5, 7.60{ni, 
2H), 7.83{ni, 4H), 8.09(d, IH), 9.18(t, IH), 934(s, IH) 


474 


418 






3.19 (m, 210, 338 (m, 2H), 3.51 (m, 210, 3.71 (m, 4H), 
4.03 (m, 2H). 738 (s. IHO, 7^8 (m, IB), 
7.75 (m, IH), 7.81 (m, 110, 800 (m, 2EQ, 9.03 
(m, IH), 932 (s; IH). 9.89 (br s, IH) 


424 


419 




H 


(D20) 1.00 (m, IH). 145 (m, 1^ 1.60 (m, IH), 
1.83 (tn, 2H);L40 (m, IH), Z73 (m, 2H), 3.18 (m. IH), 
334 (m, IH), 3.96 (nw IH), 6.54 (in, ll^i, 6.97 (m, 2H), 
7.09 (m, IH), 7.14 (m, IH), 7.18 (s, 1^, 8.00 (s, IH) 


394 


420 






1.40 (s, 9H), 1.47 (m, IH), 1.76 (m, IH), 1.9! (m, IH), 
2.98 (m, 2H), 3.67 (m, IH), 3.86 (m, 2H),^.18 (m, IH), 
6.58 (m, IH). 6.91 (m, IH). 7.21 (s, 1^), 7.72 (m, IH), 
X80 (m. IH), 8.67 (4, IH). 9.18 (s, IH), 1 1-57 (s, IH) 


477 


421 






13 (m, IH), 1.4(8, 9H), 1.76 (m, IH), 191 (m, IH), 
2^8 (m, 2HX 3.67 (m, 310, 3.86 (m, 2H), 7.2 (s, IH), 
7.6 (d, IH). 7.75 (m, IH), 7.85 (dd, 2H), 8.0 (s, IH), 
8.8 (d,]H), 93 (8,110 


494 
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422 




NHMe 


2.60 (m, 2H), 3.13 (m, 2H), 3.60 (m, 3H), 7.50 

IHX 7.57 (m, IH), 7.76 (m, IH), 7,81 (m, lEQ, 8.01 
(m, 2H), 8.58 (m, 2H), 8.96 (m, IH), 930 (m. IH) 


368 


423 






(PiO) 3;17 (m, 2HX 3.60 (in, 2H), 6.87 (ai, IH), 
7.1 1 (m, IH), 7.18 (m, IH), 732 (m, IH), . 
736 (m, IH), 7.42 (s, (s, IH) 


354 


424 






(D2O) 2.81 (s. 6H), 3.24 (m, 21©, 3.62 (m, 2H), 
(S.91 (s, IH), 7.26 (d, IH), 731 (m, 2H), 
7.40 (m, IH), 7.52 (s, IH^ 8.48 (s, IH) 


382 


425 






1.41 {m. IH), 1,70 (in, 5H), 2.97 (m, 2H), 3J27 (m, 2H), 
3.65 (m. 4H), 7.47 (s, IH), 7.59 (m, IH), 7.56 (m, 110, 
7.83 (m, IH), 8.01 (m, 21^. 9.12 (m, IH), 
937 (s,110, 9.86 (brs,lH) 


422 


426 






(D20) 1.65 (m, 2H), 1.97 (m, 21^, 2.89 (m, 2H), 
3.20 (m, IH), 3.43 (m, IH), 4.12 (m, IH), 6.12 (m, IH), 
638 (m, IH), 6.70 (m. IH), 6.80 (m, IH), 7.07 (m. IH), 
7.25 (in,lH), 8.23 (m,lH) 


.377 


427 




/^-^ ^NMe 


2,61 (m, 3H), 3.15 (m, 2H). 3.60 (m, 2H), 6.21 (m, IH), 
6.60 (m. IH), 6.98 (m. lEQ. 7.40 (m, IH), 7.73 (m, IB), 
7.92 (m; IH), 8.60 (m, 2H), 
8.96 (m, IH), 9.20 (m, IH), 1 1.61 (s, IH) . 


351 


428 


if 




(D20) 2.97 (s, 6H), 3.40 (m, 2H), 3.78 (m, 2H), 
6.20 (m, IH), 6.48 (d. IHT), 6.89 (m, 2EI), . 
7.18 (d, IH), 7.40 (d, IH), 8J^6(s, IH) 


365 








2.88(8. 6H), 2,92(8, 6H), 3.32(t, 2B5, 3.65(m, 2H5, 
4.42(s, 2H), 7.57(s, IH), 7.63(d, 13H), 8.04(d, IH), 
9.04(t, IH), 9.12(8, IH) 


381 


430 




Is 


1.10(d, 3H), 2.69(8, 6H), 3.10(d, 2H), 434(in, IH), 
7.42(d.lHX 7>l6(a, IHX 7.58(d, 13H), 7.65(in, IH), 
7.86(in.2H), 9.15(5, IH) 


396 


431 






3.99(in, 3H), 432(in, 2H), 7.16(8, IH), 7.50(4 IH), 
7,67(111, l^^, 7.77(ni, 2H), 7.94(d. IH), 9.24{s, IH) 


366 
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AX) 




KIWI " 


2.96(t, 2H), 3.(52 (t, 2HX 7^1{s, IH), 735(m, 23H), 
7.75.7.80(m. 31^, 8.00(8, IH), 9.08(5, lH).9.30(s, IH) 


405 


433 






ZI3(t. 2H), 332(ni, 2H), 433(t, 2^^>, 7.35(s, IH), v 
7.57(d, IH), 7.73^.00(11]^ 5H), 9.23(s, IH), 932(s, IH) 


419 


434 






1.30(d, 6H), 3.17(t, 2H), 3.57-3.66(in, 3H), 7.51(s. IH), 
7^7(4 l^); 7.76(4 7.84(d, IH), 8.00(in, 2H), 
932(^1H) 


396 


435 


■A 


1 

B 


132(t,3^),1.93(in,3H),2^1(m, lHX3.13(n^2HX 
3.69(111, 4HX 3.87(xn. IH), 7^9(s, IH), 7.58(d, IH), 
7.74(d, IH), 7.80(d, IH), 8.(X)(ni, 2H), 9.32(s, IH) 


422 



Examples 436-442 

The following compounds were prqpaied iising the general scheme outlined below: 



5 
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EX 


R 




'HNKm (PMSO-<16 unless oiheiwise stated) 


MS(MH+) 


436 






4^d. 2H), 6.45(s, IH), 730-7.7<Kmi 
9.12(8, IH) 


307 


437 






6.40(8, IHX 7.16(4 IH); 7.45-7.70(11^ 
9.10(8, IH) 


283 


438 




NH2 


4.58(d, 2H), 6>l5(s^ ll©/7i5-7.70(ni, 

7.i^S, ItiJ 


307 


439 






6.41(8, IH). 6.61(s, IH). 6.90(8, IH), 7.48(d. IH), 
7.62(d, IH), 7.77(8, llfl, 9.14(s, IH) 


^7 : 


440 




CH2OH 


4.62(8, 2H), 7.62(8, IH), 7.95(m. 4H), 
8.80(10, 2H), 935(8, IH) 


293 . 


441 


ox 


CH2OH 


4.60(8, 2H), 740(111, IHX 7.52(8, IH), 
7.65(111, 2H), 7.78(d, IH), 7.85(d, 11^, 
9.20(8, IH) 


298 


442 


ox 




2.27(8, 3H), 6.60(8, IH), 7.10(m.lH),7.16 (s IH), 
7.19 (8, IHi 7.25(d, IH), 7.40(d, IH). 
7.46(m, 2H), Z66(in, 2H), 9.062(8, IH) 


437 



ExamDte443 



>"NH ' ^\ OH 

Q - . . ' • or 

8-brpmcH5-methyl[l^,4]tria2X)lo[4,3-a]qi^ was synthesized by the procediEre 

desoifed eaiKCT in the text The above compound (50 mg, 0.18 mmol), Nal (30 mg, 0.2 
nimol), pinacolato dibonm (68 mg, 0.268 mmol), Ctd (catalytic amomitX Pd((^pf)2CH2Cl2 
(13 mg, 10 mol %), Na2C03 (57 mg, 0.54 mmol) were added to a reaction vial and; 
dioxane:ethanol=l:l (2 ml) was added and the mixture was heated at 90 ovemi^t After ^ 
solvent eviration the leddue was dissolved the residue DMSO, was filt^e^ 
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subjected to reverse phase chromatography to afford the title compound. NMR (DMSO- 
d^): 12.37 (s, IH), 9.34 (s, IH), 8.25 (s, 2H), 7,86 (d, IH), 7.77 (d, IH), 7,04 (s, IH), 2.45 (s, 
3H).MS(M+1):244. ' . 

Examples 444-446 




General procedure for preparation of 8-sia)stitiited-5-phenylil^,4]triazolo[4,3 
a]qumolin-l(2H>one: 

Potassmm ethyl malonate (6.28 g, 3710 imnol) was placed in flask under N2, GHsCN: 
(55 ml) was added and the mixture was cooled to 10-15 ^'C. EtsN (3.68 g, 36.0 mmol) was 
added foUowed by addition of kj^l2 (4.25 g, 45.0 nmiol);andtte 

room tenq)erature for 2.5 hours. After cooling the reaction mixture to 6 ben2X)yl chloride 
(2.53 g, 18.0 mmol) was added slowly over 25 min followed by addition of more EtaN (0.36 
g, 4 mmol). The mixture was stirred at rooin temperature overnight. The solvent was removed 
under reduced pressure and 20 ml of toluene were added, foUoed by eviration tmder 
reduced pressure. 30 ml of toluene were added and the soliition was cooled to 10-15 **C. 25 
ml 13 % aqueous HCl were added while carefiillyleq[)ing the tempearature under 25 ^C. The 
aqueous layer was discarded and flie Grganio liayer was washed with 12 % aqueous HCl (2 x 
6.5 ml) and water (2 X 6 ml). After Mhrent renioval^T^^ 
distillation intermediate (F) was obtained. 
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A mixture of 3-broinoaniline (1 .98 g, 1 1 .5 mmol) and ethyl 3-oxo-3-phenyipropanoate 
(2.85 g, 14.8 mmol) was stirred at 140-1 50 °C for 1 hour was cooled to room temperature and 
DCM/hexanes were used to induce precq)itation. The solid was filtered o£f and washed with 
; PGM to yield the intennediate (G). 
5 A mixture of Nr(3-brom6phenyl)-3-oxo-3-phenylpropanamide (B) (9.6 mmol) and 

concentrated sulfuric acid (4 ml) were heated at 70-80 X for 0.5 horns followed by heating at 
100 for Ihour. The mixture was cooled to room temperature and poured into crushed ice. 

The sohd that predpitated was fUter^ off and recrystallized from et^ 
intermediate (H). 

10 A mixture of 7-bromo-4-phenylquinolili-2(lH)-one (C) (45.0 mmol), DMF (3 mj>, and 

thionyl chloride (1 50 ml) was heated at reflmc for 3h. The mixture was cooled to room 
temperature and the resultant solid was filtered off, was washed with acetone and was dried 
under vacuum to afford intermediate (I). 

To a suspension of 7-bromo-2-chloro-4-phenylquinoline (1 .0 mmol) and ethyl 

15 carbazate (114 mg, LI mmol) in 4 ml of ethanol 4 drops of HGl (4 iV^in 1,4-dioxane) were 
added. Tlie reaction mixture was subject to irradiation with microwaves at 170 for 20 min. 
After cooling to room temperature the precipitated solid was filtered off, washed with 
methanol (3 x 10 ml) and dried under vacuoin to give the desired iiitennediate (J). 
To a 5 inl reaction vial 8-bromo-5-phenyl[l,2,4]tria±olot4,3-a](ia^ 

20 (75.8 mg, 0.223 mmol) and the appropriate boronic acicls of general formula RB(OH)2 (().245 
mmol), c^um carbpriate (290 mg, 0.892 inmol), and tetiakisi^^ 

(0) (25.4 mg, 10 mol %) were added. A dioxanerwater 4:1 (4 nil) mixture was added and the 
solution was degassed and back-filled with N2. The reaction mixture was heated with stirring 
in a microwave synthesizer for 1200 seconds at 165 *C. After cooling to.ambi^t temperatin^ 
25 the solvent was evaporated under reduced pressure. The residual solid was dissolved in the 
minirhutn amount of DMSO followed by filtration. The crude product was purified by reverse 
phase chromatography to afford the title compounds. 
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Ex. 


R 


'HNMR(DMSO-d6) 


MS (M+1) 


444 




12.66. (s. IH), 9.42 (s, IH), 7,93 (s, IH), 7.78 (d, 11^, 
7^ (m. 6Hj, 7.1 1 (d* IH), 6.72 (s, IH), 6.54 (s, IIS), 


328 


445 




12.62 (s, IH), 11.60 (8, 11^, 9.29 IH), 7,65 (m, 6H). 
7.44 (d, 11^; 6.98 (d, 2H), 6.61 fe lHX 6.24 (8, IB^^ \ 


327 


446 




12.02 (s. IHX 832 (s, 3B0. 7.84 (s, IH), 7.71 (in, 3B^, 
7.55 (m, 8H), 6.43 (s, IBQ, 4.19 (q, 2H). 


368 



Examples 447-484 

General procedure of preparation of 8-substituted-5- 
t(aikylamino)ni^yl][lA4]tiiazplo[4,3-a]q^^ ; : . 

.5 . . /.. ^ . 

a) Msg. TEA. NMP [j^^'V^^ f«(OH)2. CS2C03>d(PPh3)4 rj'''^^ 

8-Bromo-5-(hydroxyme%l)[l,2,4]triazolo[4,3-a]qum (F) above was prepared 

. fiom the ester precursor (396 ing., 1.16 mmols) which was dissolved in dry THF and followed 

10 bylhe very slow addition of LiAlH4(lM in Tiff, 1.16^ 

the reaction mixture at r.t Thereactionprpgress wasinoiutoredbyLC-MS. Ihere^^ 
was almost instantaneous but was stirred for 30-40 mins to ensure completion. At this tinier 
a^y excess of the reducing agent was quenched by the addition of water uritil the evolution of 
hydrogen ceased. The resultant reaction mixture was acidijBed to pH4 and the precipitated 

15 product was filtered. The solvent was evaporated fix>m the ffltrate and the residue was 

washed well with water, methanol and hexanes before being vacuum dried. This intermediate 
CEO above (1.2 g, 4.08 mmol) was dissolved in 10 ml of dry NMP, triethylamine (906 mg, 
. 8.98 nomol) was added to the solution and the reaction mixture was cooled to 0 °C. 
Methanesulfonyl chloride was added slowly to the solution and the mixture was kept und^ 

20 stirring for 0.5h. The mixture was aUowed to reach room temperature and was kept uiid^ 
r Stirring for additional 0-5h. The reaction mixture was divided into small aliquots each aUquot 
contaiiiiiig 50 mg (0.17 imnol) of intermediate. To each ahquot a particular amine NHR1R2 
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10 



was added. The mixture was kept mder stiiring at room temperature for 1 0 mins to afford the 
intermediate (G). To each reaction mixture thus obtained boronic acid RB(OH)2 (0.187 
nnnol), cesium carbonate (221 mg, 0.68 mmol). tetrafcis(trisphenyiphosphine)palladium (0) . 
(19.6 mg, 10 mol%), triediylamine (0.3 ml) were added foUoxyed by addition pfdioxane.-watdr 
4:1 (3 ml). The mixture was degassed and back-fiUed by N^. The reaction mixture was heated 
with stirring in a microwave synthesizer for 1200 seconds at 165 <>C. After cooling to ambient 
temperature, the solvent vras evaporatedundw reduced pressure, nie residual soUd was 
dissolved in the minimmn amomit of DMSO foUowed by miration. In cases where tlic amines 
were Boc protected TFA: water 9: 1 was added for Boc group removal, Tli^ crude product ^ 
purified by reverse phase chromatography to afford the title coinpounds. 



twas 



Ex. 






'HNMR(DMSO-dfi) 


MS . 
(M+1) 


447 






12.6 (s, IH), 9.50 (br, 2^, 9.30 IHX 
8.01 (m, 2HX 7.79 (m, 2H), 7.58 (m.,lH), 
7.18 (s, IH), 3.80 (s, 2H), 339 (m, 4H), 
3.09 (m, 410, 2,80 (s,3H) 


.380 








12,79 (s, IHX 10.38 (s, IH), 10.04 (s, IH), 
934 (s, IHX 8.08 (d, 2H), 7.90 (d, IH), 
7.75 a IB), 7.62 (d, IHX 7.46 (s, IH), 
4.69 (d, 21^, 4.50 (d, IH), 330 (1, 21^, 
3.11 (m.2K0, 1.88 (in,2H) - 


367 


449 






12.81 (s. IH). 1 1.07 (s, IB), 934 (s, IH), 
8^ (4 IHX 8.06 (s, IHX 7.88 (d, IH), 
7.75 (d, IH), 7.62 (m, 2H), 4.86 (s, 2H), 
3.87 (m,4H). 3.40 (II1.4E0. 


367 


450 






12.76 (s, IHX 10.51 (s, IH), 9.27 (s. IH), 
8.07 (d, IH). 7.98 (s, IH). 7.82 (d, IH), 
7.68 (d, lH), 7.55 (d, 2H), 4.68 (m, 2H), 
4.53 (m, 2H), 3.'^ (m, 21^. 3,27 (s, 3H), 
2.76(s,3H) 


369 


451 


OH 




12.74 (s, IH), 1 1.81 (s, IH), 9.90 (s, IH), 
9.21 (s. IH), 8.09 (s, IHX 7.79 (s, IH), 
735 (s, IJHX 8^8 (s, IH); 6.63 (s, IHX 
6.21 (s, IH), 4.67 (8, 2HX 4.00 (m, IHX : 
3.70 (m. 4^^,3.12 (m, 2HX 2.44(m, 2H) 


380 
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1 452 


1 ] 


H 


I2.6a(s. IH), 11.64 (s, IHX 10.81 (br, IH), 
9.69 (s, IH), 9.19 (s, IH5, 7i>9 (d. IHX 
7.75 (4 1H),7.23 (s, lHi.6.96(8, IH). 
iS.60 (s, IH), 6.20 (s, IH), 4.04 (m; 2H), 
3.24 (111.8H), 2.77 (s,3H). - . 


363 


453 
454 


OH 




12.82 (s. IHX l 130 (br, IH), 934 (s, im. 

8.27 (dL IH), 8.06 Ts. IH) 7 86 r<L im 

7.74 ft IH), 7.69 (s. IH), 7.62 (s. IH), 

7.28 (m. IH), 4.67 (s. 2H), 4.29 (d, 11^, 
3;79(in,4H), 3.15 (111,410. 


397 




^OH 


0+ 


12.64(8. IH). 1031 (hr.lH).9Jl (s,lH^, . . 
8.06 (d. IH). 8.00 fs. im 7 83 m im " 

7.73 (s, 11^. 7.44 (d, IH), 7.29 (s, IH), 
3.97 (s, 2B9, 3.75 (m, 4H), 3,16 (m, 61^, 
2.82(m,2H). 


410 








12.80 (s, IHX 10.80 (hr, IH). 934 (s. HQ, 
8.10 (d, IH), 8.06 (s, IH) 7 89 im 

7.77 (J, IH), 7.62 (d. IH), 7.55 (d. IH). 
4.75 (d, 2H), 4.46 (d, I^). 3.41 (m. OT), 
3.15 (in.2H), 1.99 (in,2H) 


367 




OH 




12.77 (s, IH). 934 (s. IH), 8.08 (d. 11^, 
8.04 (s; IH), 7.87 fd. IH) 7 75 rd. im 
7.60 (d, lift 7.47 (s, IH), 7.36 (d. IH), 
7.19 (s. IH), 7.02 (s, IH), 4.63 (s, 2H), 
3.79 (in,4H), 3.26 (m,4H) 


385 


457 


1 

OH 




12.82 (s, IH). 9.55 (br, 2H). 934 (s, IH). 
8.12 (di IH). 8.05 fd. IH) 7 MAt ixn 

7.76 (I, IH), 7.61 (d, IH), 7.47 (s, IH), 
4.79 (d. 2H). 4.57 (d, 3.98 (d. 2^ 
3.14(m,li5,Z87(s,3H) 


385- 


458 

459 j 


1 




12.63 (s. lift 931 (s. IHX 834.(br, 2H). 
8.01 (d,IH), 7.82 (d, lH).7.74 (t, IH), 
7.58 (d, IH), 731 (s, IH), 3.98 (m, 2H), 
3.15(m, 2H). Z87 (m. 2H), 2.56 (s. 3H). 
238(s,3H) 


368 




H • 

•iitN^x^O^ 


0-1- 


12.77 (s, IH); 933 (s, IH), 8.93 (s, 2H), 
8.05 (s. IH). 7.97 (d, IH), 7.90 (d, IH). 
7.74 ft 1^ 7.59 (4 IHX 733 (s, IB). 
4.50 (s. 2H). 3.25 3Ift 3.16 (n^. 4H). 
1.93 (m.2H) . 


369. 
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460 


1 




1 12.83 (S..1H). 10.17 (s, IH), 9J4 (s. IH), 
8.12 (d, IH). 8.05 (s. IH). 7.86 (d. IH). 
7.75 (t. IH), 7.59 (d, 2HX 4.70 (dd. 2HX 
3.85 feZH). 332 (ni,2H). 2.87 (s. 3H [ 


355 


|46r 


H 




12.77 (s. IH). yj3 (s, IHX 9.01 (s, 2H). 

1 8,05 fs. lin 7 0*^ M im ? on iin 
1 ***/» '"^^ v°» /.VU (d, IH), 

7.74 (d, IH5, 7.60 (4 IH), 734 (s, 110, 

4.50 (s, 2H), 3.18 (m, 4H), K84 (m, 2H) 


1 355 


462 


L ' 




12.82(8, IH). 10.81 (8, IHO, 10.70 (s, lH), 
936 (s, IH), 8.19 (d, IH). 8.05 (s, IHX 

1 7.89 (d. IHl 7 75 ft im y^f» io\ ■ 
7.62 (d, IH), 4.68 (m, 2H), 3.33 (m, 2H), 
3.10 (m, 2H). 2.83 (s, 3H). 2.76 (d. 6Ift 

1 2.25(m,2H) 


396 


463 
464 


H 1 




12.78 (s, 110, 10^6 (s. IH), 935 (d, 2H), 

1 8.07 fs. IH^ 7 00 M m\ T Qi 

1 a.vt la,), ^^o, /.i/l (d, IH), 

7.7(S (t. IH), 7.60 (s. IH). 7.41 (s. IH). 

4.51 (s, 2H). 3. 17 (m, 4H), i79 (s. 6H). 

l2.16(ni2H) 


382 ^ 


465 




H 


12:52 (8. IH). 1 1.56 (s. IH). 939 (s. IH). 
y.x / inj, /.yo ^0, iH), 7.70 (d, IH), 
7.10 (s, IH), 6.95 (s, IH). 6.58 (s, IH). 
6.20 (s, IH), 3.78 (s. 2H). 3.69 (m, 2H), 
3.51 (m. 4^. 3.18 (s. 2H), 3.07 (d, 4H). 


393 


466 


OH 




12.77 (s, lH), 935 (s, IHX 9.02 (s, 2H), 
o.w v», in^, /.ys ^0, lU), 7.91 (d, IIQ, 
7.76 ft IIO, 7.62 (d. IHX 735 (a. IBO, 

5.54 (m, IH), 4.53 (s, 2H). 3.90 (mi 2H). 
3.01(in.2H) 


371 


467 






i^.ov ^s, inj, ^s, IJH), 9.98 (s, IH), 1 

935 (s, IH). 8.06 (d, 2H), 7.91 (d. IH), 

7.76 (d, IH), 7.62 (d, IH), 7.45 (s, 11^, 

5.47 (d, IH), 4.69 (d, 2H), 4.42 (d, 2H). 

3.60(m, 2H), ZOO (xn, 2H). | 


367 


468 


" OH 




12.78 (s. IH), 935 (s. IH), 9.27 (s, IH), 
8.06 (s. IH). 7.96 (m, 7H), 7.76 (d, IH), 
7:62 (d, IH). 735 (s, 1H5. 6.18 (d. 2H). 
4^ (s, 1H)» 4.0 (d, 2H), 2.82 (in,2H) 


370 








12.62 (s, IHX 9.72 (a, IHX 931 (s, IHX ( 
8.05 (d, IHX 7.96 (s, IH). 7.52 (d. IHX J 
7.44 (t. IH). 7.58 (d. IH), 7.20 (s, IH). 
4.51 (s, 2HX 2.98 (m. 2H), 2.73 (s, 6HX 
2. 18 (m. 2HX 2.25 (m. IHX 1^ (m» 21^. 


394 
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469 






1Z76 (s, IH), 934 (s, IH), 9.05 (s. 2H), 
8:06 (d, 11^ 7.96 (i IHX 7^1 (d. 11^ 
7.75 (t, IHJ, 7.60 (a, lE^ 734 (s, IH), 
531 (br, IHj, 4.» (s, 2H), 3.75 ft 2H), 
3.20(s,2H) 


341 


470 




H 


1Z73 (s, IH), 11.64 (s, IHX 1032 (s, IH), , 
9^95 (s, IH), 9.21 (s, IH), 8.08 (d, 11^), 
7.77 (d, IH), 7.36 (s, IH), 659 (s, IH),. 
6.63 (s. IH), 6.21 (s, 11^, 5.48 (m, 2H), 
4.65 (d, 2H), 4.41 (d, IH), 335 (m. 2H), 
1.98(d,2H). 


350 


471 : 


H 




12.71 (s, IH), 11.65 (s, IH), 9J21 (s, IH), 
8.89 (s, 2H), 7.91 (d, IH), 7.77 (d, 11^, 
7.25 (s, IH^ 6.98 (s, IH), 6.63 (s, IH), 
6il ft lH);4:48 fe2^ 3.i2(m,2H), 
3.1 / \ni, Ztl;, 1 .S4 (m, 2H). 


338 


472 






12.73 (s, IH^, 934 (s, lift 8.97 (s, 2H), 
8.05 (s, lEO, 7.96 (d, IH). 7.90 (d, IH), 
7.78 (d, IH), 7.6P (d, IH), 731 (s, IH), 
4.42 Qd, 2H), 3.98 (m, 2H), 2.18 (m, 5H) 


366 


473 


H 




12.71 (s, IH), 933 (s, lift 8.96 (s, 2H), 
8,04 (s, IH), 7.95 (d. IH), 7.86 (4 IH), 
7.75 (d, IH), 7.61 (d, IH), 730 (s, 11^, 
4.43 (d, 2H), 3.96 (m, 21^, 2.15 (m, 5H). 


366 


474 


H n 




12.68 (s, IH), 9.33 (8, IH), 8.73 (m, 2H), 
8.02 (s, IH), 7.93 (d, IH), 7.88 (d, IH). 
7.75 (d, IH). 7.60 ft 1^>, 7.24 (s, IH), 
4JZ0 (s, 2H), 4.07 (m, 5H) 


352 


475 






12.70 (s, HQ, 933 (s, IHX 8.03 (d, 5H), 
7.86 (d. IH), 7.75 ft IH), 7.60 (d, IH), 
7.35 (s, 1H),4:28 (m, 2H), 3.80 (m. 2H), 
3.24 (m, 2H), X28 (m, 21^. 1.88 (m, IIQ 


366 


476 






12.67 (s, IH), 933 (s, IH), 8.02 (m, 5H), 
7.82 fd.- IHI 7.74 IHI 7 00 /'d I FH 
7.34 (s; IH), 4.27 (m, 210, 3.82 (m, 2H), 
3.22 (m; 2H), 23 1 (m, 2H), 1 .86 (m, IH) 


366 


477 






12.57 (s, IHX 11.58 (s, IH), 9.97 (m, 2S^, 
9.18 (s, IHX 7^ (d, IH), 7.71 (d, 1B9, 
7.12 (8. IH), 636 (s, IHX 6^ (s, IBO. 
6.20 (s, IHX 3.87 (m, 2HX 3.06 (m. 2Ift 
2.74 (s, 6HX 2.22 (m, IH), 2.20 (m, 2H), 
1.98(in,2qx 


377 
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478 


H 




12.70 (s, IH). 11.64 fs. lETJ 9^1 \rr\ 
9.00 (s, 2I?>, 7.90 (d, IH), 7.79 (d. IH). 
7^ IHEK 6.98 (s, IHX 6.63 (s. lEO. 
6.21 (s, IHX 530 (m, IH), 4:48 (S. 2HDL 
3.74 (t,2ip, 3.18 (l,2H). 


324 


479 
"480^ 






12.76 fs.lH) 933 fd IHI SRi;/hr mn 
8.05 (8, IH), 8.01 (d. IHX 7.90 IH), 
7.74 (d, IH). 7.60 (d. IH), 7.40 (d. lEO, 
4^5 (m, IH). 4.50 (m. 2H). 4.08 (m. 21?). 


352 . 


"ST 




H 


12.71 (s, 1H>. 1 1.66 (8, IH), 9.74 (s, IH), 
9.22 fs. im.9.11 fs.2H^ 7<>nM im 
7.81 (d, IH), 7.24 (s. IH), 6.99 (s, IH). 
6.64 (8, IH). 6.22 (s, IH), 4.48 (s. 2H), 
3,16 (m, 4E0, Z80 (s, 6H), 2.06 (m. 2H9. 


365 


~482" 






1Z78 (8, IHX 9.69 (8, 2H), 934 (s, IH), 
8.68 (d. IHL 8 05 Td. 7 00 /t om 
7.76 (d. IH), 7.62 (d, IH), 7.55 (d, IHX 
7.47 ft lip, 737 (s, IH), 4.60 (s, 2H), 
4.53 (s, 2H). 


386 




^\ 




1Z77 (s, IH), 9.55 (s, 2H), 933 (s, IH), 
8.06 fi IHV 7 90 r« 5Tn 7 7^/"* in\ 
7.60 (d, IHX 730 (s, IH), 6.56 (s, IH), 

6.17 (s, IH), 4.49 (s, 2H), 437 (s, SHO, 
230(8,3H). 


391 


483 


H 




12.77 (s, IHX 934 (s, IH), 9.77 (8, 2H), 
8.53 (d. 110, 8.06 (d. IH), 8.03 (s, IHX 
7.94 (d, 110, 7.82 (t, lH9, 7.76 (m, IHX 
7.63 (d, IHX 7.38 (d, 2HX 733 (d. IHX 
4.60 (s, 2HX 330 (m, 2H), 3.22 (t, 2H) 


402 


484 






12.78 (8, IHX 9.66 (s, 2H), 933 (8, IHX 
8.87 (d, 2H). 8.06 (8, IH), 7.99 (d, IH), 
7.91 (d, lH),7.77 (t, IHX 7.62 (d, IH), ^ 
7.36 (s, IH), 4.60 (s, 2H), 4.53 (s, 2H), 
2.54(s,3H). 


401 
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The general procedure of making 8-subslituted-5-[(aIkylanmio)methyl][l^ 
a]quinolin-l(2H)-one was used with the exception of replacing the amines with sodium 
methoxide to afford the title con:q)ound. *H NMR (DMSO-de): 12.53 (s, IH), 9.31 (s, IH), 
7.89 (d, IH). 7.81 (s, IH). 7.72(d, IH), 7.58 (d. IH). 7.09 (s. IH), 6.56 (s, IH), 5^59 (s, 2H), 
4.77 (s, 3H). MS (M+1): 312 
Examples 486-487 ~ . 



10 



15 





EDO. DMAP. DMF 
amino acids 



5-(hydioxyinethyl>-8-thien-3-yl[l A4]triazolo[4,3,-a]quiiiolin-l(2H)K^ synlhesized 
following the procedure described earlier in the text. The above conq)ound (95 mg, 0.32 
mmol) was dissolved in DME (3 ml),amino acids (0.64 mmol) were added followed by 3 
DMAP (9.8 mg, 0.078 mmol), and EDC (123 mg, 0.64 mmol). The mixture was kept under 
stirring at room temperature overnight. TFA:water 1:1 (20 ml) was added and stined for Ih. 
The solvents were ev^orated imderrieducc^ pressure and ibxt residue was dissolved ih 
DMSO, followed by purification by reverse phase chromatbgr^hy to afibid the title - 
conipounds. . . .. , 



Ex. 


R 


'HNMR(DMS0-d6) 


MS(H*) 


.486 


H 


12.69 (s, 1H),9.32 (s. IH), 8.44 (s, 3H), 8.02 (s, 
IH), 7.85 (s, 2H), 7.75 (d, IH), 7.59 (d, IH), 7.31 
(s, IH), 5.55 (s, 2H), 4.01 (d, 2H). 


355 


487 


CH3 

i 


12.57 (s, IH), 9.17 (s, IH), 8.95 (br, 2H), 7.87 (s, 
IH). 7.70 (s. 2H), 7.61 (t, IH), 7.45 (d, IH). 7.15 (s, 
IH), 5.42 (s, 2H), 4.04 (s, 23X), 237 (s. 3^. 


369 



20 
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NHR1R2. HATU.HABT j. 




R3B(0H)2,Cs2CO3, Pd(PPh3)4 
TEA. dioxane/water. mlcrowavB f^- 




5 8-Bnmo-lK)xo-l;2-dihydro[lA4]triazolo[43-a]qum^ acid (100 mg, 0.325 

mmol), HATU (1483 mg, 0.39 mmol), HABT (53.1 mg, 0.39 mmol) and DIBA (84.0 mg, 
0.65 mmol) were added to a reaction vial. DMF was added (4 ml) and the mixtuie was stirred 
at room teihperature for 0.5h. Amine NHR^R^ (049 mm 

the solution was kept under stirring at r.t overnight The obtained solution wais carried oyer to 
1 0 the next step wifliout any evaporation arid purificatioiL The detailed proced\ire for the Suzuki 
coupling was described earlier in the text All compounds were purified by revCTse phaise 
chromatography. 



Ex. 


NR*R? 


R 


*HNMR03MSOd6) 


MS 


488 


H . 




12.93 (s, IH), 9.33 (s, IH), 8.50 (d, 
IH), 7.99 (s, IH), 7.79 (d, IH), 7.73 (d, 
IH), 7.65 IHO, 7.58 (d, IH), 6,56 (s, 
IH). 


312 


489 


* 




12.73 (s. IH), 9,30 (s, IH), 7.99 (s, IH), 
7.82 (d, lH), 7.74 (t, IH), 7.57 (d, 2H), 
7.68 (d, IH), 6.55 (s, IH), 5.05 (d, IH), 
4.30 (d, 2H), 3.65 (m, 2H), 2;00 (m, 
2H). 


381 


490 






12.77 (s, IH), 9.31 (s, IH), 8.75 (t, IH), 
7.99 (s, IH), 7.90 (d, IH), 7.84 (d, IH)^ 
7.74 (t, 11^ 7.58 (d, IH), 7.20 (s, IH), 
3.51 (t,2H). 1.72 (m,4H). 


369 
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12.72 (s, IH). 9.30 (s, IH), 7.99 (s, IH), 


381. 


491 






7.80 (d, IH), 7.76 (d, IH). 7.57 (d. 2H), 
7.17 (d, IH), 5.01 (m, IH), 4.30 (d, 
2H), 3.57 (m, 2H), 1.91.(m, 2H). 





Examples 492-498 




The general procedure to make the 5-[(substitutedamm 

[(methylanuno)methyl]thiea.3-yl}[lA4]tra^ was described 



earlier in the text 



Ex. 




'HNMR(DMSO-d6) 


MS(H+) 


492 




12.79,(s, IH), 9.33 (s, IH), 9.05 (d, 3H), 8.18 (s, 
IH). 8.00 (d, IH). 7.89 (d, IH), 7.79 (s, IH), 7.39 
(s, IH). 4.49 (d, 2H), 330 (s. 3H), 3.33 (s, 3H), 
3.07 (m, 4H), 2.61 (t, 2H). 1.94 (m, 2H). 


412 


493 




12.84 (s, IH), 9.95 (br, IH), 9.34 (s, IH), 9.13 (d, 
2H), 8.18 (d, IH). 8.13 (s, IH), 7.88 (d, IH), 7.81 
(s, IH), 7.56 (s, IH). 4.79 (d, 2H), 4.57 (d, 2H), 
4.42 (t. 2H), 3.84 (t. 2H), 3.17 (s, 3H), 2.86 (s, . 
3H). 


398 


494 


■OH 


12.83 (s, IH). 9.34 (s. IH). 8.99 (s. 2H), 8.18 (s, 
IH). 8.11 (d, IH), 7.86 (d, IH), 7.77 (s. IH). 7,48 
(s,iH). 4.46 (s, 4H), 3.98 (m. 2H), 3.28 (m, 2H), 
3.17 (m, IH), 2.86 (s, 3H), 2.63 (s, 3H) 


428 



wo 2004/081008 



PCT/SE2004/000351 



- 129- 



495 




12.77 (s, IH), 9.35 (s. IH), 9.04 (s, 2H). 8.39 (s, 
IH), 8.16 (d, IH), 7.90 (d, IH), 7.80 (d, IH), 
7.78 (s, IH), 4.44 (t. 2H), 3.70 (m, 2H), 3.24 (s, 
3HD, 2 91 fs 3H) 2 79 fs 3Hi 2 60 (m 9Fn 
2.27 (t,2H). 


411 


496 


1 1 


12.75 (s, IH), 9.35 (s, IH), 9.03 (s, 2H), 8,18 (d, 
IH), 7.88 (d, 11^, 7.80 (s, IH), 7^71 (s, IH), 7.61 
fs. IH). 4 44 fd- 2ED 3 70 fm 2W\ 1 70 rd 9m 
2.77 (s, 3H), 2.62 (s, 3H). 2.27 (s, 3H), 2.09 (s, 
3H), 1.28 (d, 2H), 0.88 (m, 2H). 


439 


497 


H 


12.75 (s. IH), 9.33 (s, IH), 8.97 (d, 2H), 8.19 (s, 
IH), 8.01 (d, IH), 7.89 (d, IH), 7.79 (s, IH). 7.38 
(s, IH), 4.50 (d, 2H), 2.89 (d, 2H), 2.73 (s, 3H), 
2.58 (m, 2H), 2.42 (m, 2H), 1.84 (m, 2H). 


398 


498 




12.57 (s, IH), 9.62 (s, IH), 9.33 (s, IH), 9.15 (s, 
IH), 8.17 (s, IH), 8.02 (d, 2H), 7.89 (d, IH), 7.81 
(s, IH). 7.45 (s. IH), 7.15 (t, IH). 4.43 (d, 210, 
3.68 (in, 2H), 3.19 (m, 2H), 3.05 (m, 2H), 2.92 
(s, 3H), 2,76 (s, 3H[), 2.74 (s, 3H), 2.62 (t, 2H). ^ 


425: 



Example 499 




5-{[(3R)-3-hydroxypynoHdm-i-yi]caibonyl}-8-{5-[me&ylainm » 
3^}[1 A4]tiazolo[4,3-a]qamolin-l(2H)-one was synfliesized following the general pioceduies 
desoibed eaiiier in the text *H NMR (DMSO-ds): 12.77 (s. IH), 9 JO (s, IH), 9.06 (br, 2H), 
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8.11 (s. IH), 7.80 (d, IH), 7.77 (s. IH), 7.57 (t. IH), 7.20 (s, IH). 4.43 lH),4.30 (d, 2H), 

3.57 (m, 2H), 3.14 (d, 2H), 2.60 (s. 310, 1.78 (m, 2H). MS (M+1): 393^ 
. EaampleSOO 




8-Bromo-5HChydroxyiMfeyl)[l A4]«a2olo[4,3-a3qimolii^ (TP) was pt^ared 

following the procedure described earlier in Ae text This compound (100 mg, 0.34 mmol) 
was dissolved in NNIP (2 ml), triethyiamine (222 6.75 mmol) was added and Ihe reaction 
10 mixture was copied to O 'C. Meth^esiilfonyl chloride was added slowly and the solution was 
kept under stirring for 0.5h. The mixture was aJlowed to readh room teiiq>erature and; was 
stirred for additional 0.5h. NaNa (88.4 m^ 1.36 immol) was added and the reacti<m mixture 
\vas heated at 65 for Sh. Ethyl acetate was added to tiie reaction doi^^ 
twice with ^irater and was wasiied with water arid brine. Ajte^ 
; 15 . (azid(»nethyl)-8-brom<>[l,2,4] triaz61o[4.3-a]quinqlin-l(2H)-one was obtained. This 
compound was carried ovar to Hie next step without further purification! 
. 5-(azidome1hyl)-8-bn)mo[l A4] triazolo(4,3-a]quinotin-l(2H)-one (0.34 mmol) was dissolved 
inTHF (8 ml) and PPlb (129.4 m^ 0.68 mmol) and water (12.24 mg, 0.68 mmol) were added 
to flie solution. "Hie mixture was stirred at room temperature for 2 days; was evaporated and 
20 .thereisidue was carried over to tiie next step witiiout further purification! Example458 was 
prepared by following the general Suzuki cotqiling inocedure described earlier in the text 'H 
NMR (DMSO^): 12.75 (s, IH), 9.35 (s, IH), 8.48 (s, 2H), 8.02 (d, IH), 7.96 (s^ IH), 7.81 
(d. IH). 7.77 (d, 2H)i 7.52 (d, 2H), 7.28 (d, IH), 7.23 (s, IH), 4.50 (s, 2H). 4;41 (s, 3H). 3.28 
(s,2H).MS(H*):335, 



wo 2004/081008 



PCT/S£2004/000351 



-131- 

Examples S01-S02 




5-(azidomcthyl>8-btomo[l A4] fria2olo[43ra]qumolin-i(2H><me (50 m& 0.17 mmol) 
5 (prepared following the procedure described above in the text) was dissolved in acetonitcile, 
2,6^hitiidine (20.3 mg, 0.188 nunol) and Cul ( 3 mg, 0.016 mmol) were added and the mixture 
was heated at 65 '^G for 1 6h to afford the mtennediate which was usied in the next wxfliout ' 
further purification. The general procedure for Suzuki cpvqpling described eailier in this text 
afforded the examples listed below. 

10 



Ex. 


R 


'HNMR(DMSO-d«) 


MS(M+1) 


501 


CH^H 


12.68 (s, IH), 931 (s, IIJ), 8.11 (s, IH). 7.98 (d, IH), 
7.93 (d. IH), 7.86 (d, lH), 7.75 (d, IH), 7.58 (d, IH), 
6.87 (s,iH). 5.92 (s, 2H). 4.52(si 21©. 


379 


502 


CH2NHGH3 


12,65 (s, IH), 9.25 (s, IH), 8.78 (hr. 2H), 8.28 (s, IH), 
7.96 (s, IH), 7.88 (d, IH), 7.80 (d, IH), 7.68 (d, IH), 
7.51 (di IH), 6.79 (s, 11^, 5.95 (s, 2H), 4.19 (s, 2H), 
2.53 (s,3H). 


392 
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Example 503 




6-Bromo-2-injsthyMH-3,l-beiizoxazin-^ 
5 5"Bn)mo-2-aminc>-benzoica<^d(4J21g,20n^ 

and heated at 150. for 3h. The volatiles were evaporated under vacuum and the residue was 
dried m air to afToid a cream-colored powder (4.601 g, 96%). NMR (400NIHz, GPCI3) 5 
8:29 (4 IH), 7,86 (dd, lH), 7.40 (d,lH), 2.45 (s,^ ' ^ . 

10 ■ ■ ■ 

N-[4-hromo-2^thiied-2-ylcaifo6hyl)^^ 

6-BrDmo-2-metfayl-4H-3,l-bejti2X>xazin-4^ 40 xnmol) was dissolved in diy THF 

TmderaN2 atmoisphere (lOO mL) and cooled to 0 •^C wiih an ice-W^ A IM solution k 

THF of 2-thienyhnagnesiuin bromide (40 mL, 40 mmoQ was added via syringe and the 

15 sohition was aUowed to reach ix>om temperature oveniig^ 

chloride sohition was added (50 mL) and the mixture was stirred for Ih. The organic layer 
was separated and.dried over MgSd4. After filtziition and sdlvex^ evaporation under vacuxmi a 
thick green oil was obtained The oil was subjected to flash chromato^jqihy over silica gel 
with a gradient 5 to 35% ethyl acetate in hexanes over 55 min to afford a li^t brown solid 

20 (5.710g, 44%). *H NMR (4OOMH2, CDCI3) S 10.09 (brs, IH), 8.46 (d, IH), 7;90 (d, IH), 7.80 
(dd, IH), 7.65 (dd, iH), . 7:60 (dd, 1^^ 




64iioino-4-tiiien-2-ylquinolin-2(lH>-one 
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To dry dioxane (50 mL) under N2 was added IM potassium tert-butoxide m tert-butanol (34 
mL, 34 imnol) and the solution was heated at 90 ^C. A solution of N-[4-brdmo-2-(thien-2- 
yicarbonyl)phenyl]acetaimde (5.51 Ig, 17 mmol) in dry dioxane (60 mL) was added dropwise 
over 30 miiL The mixture was heated at 90 with stiiring for 2h followed by cooling to 
. 5 room teiqpemture. A IN HCl aqueous sohition was added (35 mL, 35 mmdl) and all volatiles 
were removed under vacuum. The solid was taken in water (50 mL) and filtered through, a . 
fritted funnel and washed ext^ively with water (200 mL) followed by methanol (20 mL)i 
The white solid was dried in the air to afford a white powder (4.443g, 85%); NMR 
(400MHz, DMSO-d6) 5 12,04 (brs, IH), 7.87 (d, IH), 7.81 (dd, IH), 7.72 (dd, IH), 7.50 (dd, 
10 11©, 7.35 (d, IH). 7.28 (dd, IH), 6.57 (s, IH); M+1 « 307. 




6-bromo-2-<jhloro-4-thien-2-ylqurnoline 

15 6-Bromo-4«thien-2-ylquinolin-2(lH)-one was suspended in thionyl chloride (25 mL) and 
DMF was added (500nL). ITie solution was stirred at 80 "^C for 1.5h and the solvent was 
evaporated imder reduced pressure. The remaining soUd was partitioned betwe^ 
(300 mL) and saturated aqueous sodium bicarix>nate solution (100 mL) and stined for 30 min. 
The organic layer was separated, dried over MgS04, filtered and solvent was evaporated to 

20 afford a flaky butter-colored solid (2.963g, 91%). ^H NMR (400MHz, CDCls) 5 8.36 (d, IH), 
7.92 (d, IH), 7.80 (dd, IH), 7.56 (d, IH), 7.44 (s, IH), 7.37 (d, 11^, 7.23 (dd, IH); M+1 = 

325. • ; . _ '^-^ ^ 




7-braino^5-thien-2-yl[l,2,4]triazolo[4,3-a]quiiiolinrl(2H><)iie 
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A 10 mL glass vial was loaded with 6Kbromo-2-chloro-4-tiueh-2-ylquinoline (324 mg, 1 
mmol), ethyl carbazate (104 mg,. 1 mmol), anhydrous etibanol (4 mL) and hydrogen bromide 
(10.9 (iL, 0,2 mmoi). The vial was sealed and subjected to nwcrowave iixadiatiQn at 170 
for Ih. The cold vial was immersed in an ice-water bath and methanol was added (5 mL). The 
soUd was filtered and washed wdi 2 mL DIEA and methanol (5 X 

10 mL) on a frit funnel and dried in the air. A light pink powder was obtained (202 mg, 58%). 
^H NMR (400MHz, DMSO-d^) 8 12.72 (s, IH), 8.97 (d, IH), 7.89 (d, IH), 7.87 (dd, IH), 7.80 
(dd, IH), 7.45 (dd, IH), 7.29 (dd, IH), 7^^^^ 

Example 504 : ... ^ . .■ • ; . v -- 




7-piperazin-l-yl-5-thien-2-yl[lA4]triazolo[4,3-a]quindl^ 

7-Bromo-5-Men-2-yl[l A4]triazolo[4,3-a]quinolin-l(2H)-one (173 mg, 0.5 mmol) , 1- 
(diphenylmethyl)piperazihe (1 5 1 .4 mg, 0.5 nmiol); Pd2(dba)3 (4.6 mg) and 2'-^ 
(dicyclohexylphosphino>iV^-dimethylbiphenyl-2 -amine (4.2 mg).were load^ onto a dry. 
flask and a I M LiHMDS in THF solution was added under N2 (1 .1 mL). The daik solution 
was stirred at 65 °C for i6hl The solvent was evaporated and the solid was triturated witti' 
methanol and the solid was collected on a fritted ftmnel. The solid v/as taken in faiethylsilane 
(3niL) and trifluorocetic acid was added and the solution was heated at reflux for 3h. The 
solvent was evaporated and the residue was purified by reverse phase chromatography to 
afford a white soUd (65 mg TFA salt). *H NMR (400MHz, DMSO-dg) 8 12.58 (brs, IH), 8.95 
(d, IH), 8.76 (brs, 2H), 7.74 (dd, IH), 7.44 (dd, IH^, 7.39-7.33 (m, 2H), 7.21 (dd, IH), 7.12 
(s, IH), 3.32-3.26 (m, 8H); M+1 = 352. • 
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10 



15 



Example j>n«» 




5-{[2-(dimethylaiiuno)caioxy]me%l}.8.Men-3-yl[U^^^ 

5-(Hydiox3^etliyl>8K3-liuenyl)[1^.4]triazolo[4^^]q^ (74^ 0.25 nunol) 

was suspended in 2 mL dry NMP under and triethyl^ 
To the stored sohiti<m me&ylsulfimyi chloride^ (^^ 

mixture was stiixed at ream ten,»erature for 21l 2-DimethyIaminoefl^ (59 jiL, 0.60 mmol) 
was dissolved in dry 1,4-dioxane middrN^ and ci>oled to 0 «>C under stirring. AT-BuLi 1.6 M in 
hexanes was added (375 hL. 0,60 mmol) and stimng was^continued for 20 min. The solution 
was tiansfeired to llie preWously prqjared mesjdate via a ctaula. 

temperature the solvents were evap<«ated mider high vacuum and the residue was treated with 
li/NaOH aqueous solution (2 mL) and stined for 20min: TFA was added (3 mL) and the 
solvents were ev^wrated. ITms remaiiing soMd was subjected to 

chrematogiaphy toafifoidawhite,soKd(29mg. 3 1o/«).'hNMR (400MHz, DMSO-d^) 5 12.87 
(s. IH), 9.36 (d, m, 8.30 (d, IH), 8.06 (dd, IH), 7.85 (d4 IH). 7.74 (dd, IH). 7.60 (dd, IH). 
7.55 (s, lH), 4.87 (s. 2H),3.93 (brs. 2H), 3.58 (brs, 2H). 3.12 (s. 6H)^ 



20 



25 
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Cl 



NHjjNHCOOEt . 



N XI 



RKIH. NaCNBHj 



Mlcniwave 





■ B(OH)2 



B(OH)- 



Suzuki coupDng 




X O 




6.chIo?o-2fl'-[U,4]triazoIo[43-cOqum 

To a siBpension of 2,4-dicMdioquinoline (297 ing, 1.5 mmol) and ethyl carbazate (173 
mg 1.66 nimol) in 3.3 ml of ethanol was added 6 drops of HCl (4N in dioxane). The reaction 

mixture was subject to rnicrowave irradiation with microwave at 170°C for 2()min^ 
cooling to room t«nperature the yeUow precipitate was filtered off, rinsed with methanol (3 x 
10 ml), and dried under vacuum to yield the desired compound as abrown solid (66%) m/z- 
220 ' 

Example 506-^1 

2-substituted-5-(lK,xo-U-dihydro-[lA4]triazolo[4,3-a]cpiinolm^^ ' 
• To a 5 ml vial. 6<hlort>-2£f-[l A4]triazolo[4,3HX]quinolin-l-one (110 mg. 0.5 mmol). boronic 
acid (0.6 mmol), ceshmi carbonate (651 mg, 2.0 mmol). and 
15 tetrakis(trisphenylphosphine)pallato 



10 
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10 



dioxane:water (4: 1). The reaction was subjected to microwave irradiation at 165-0 for 2(W 
After cooling down,.the lower layer was removed, the solid was filtered fiom the upper layer 
and rinsed with hot ethanol. and the filtrate concentrated to 10 mL TTie soHd that precipitated 
was filtered off and rinsed with n^flianol. The isolated soKdsw^^ 
subsequent steps withovit fiffttier purification. 
The foUowing exanq)les were prepared by the following procedure i 
amine. .. . ~ 



t using the sqppropiiate 



To a suspension of the ^propriate benzaldehyde (0.5 mmol) m 4 ml of DMF, amine (1 
mmol) was added. The mixture was stined overnight at room ten,«rature. lien NaCNBIfe 
(63 mg. 1 mmol) and 2 drops of AcOH were added to the mixture. The reaction was subjected 

to microwave inradiation at 150»C for 5min. 1 hj of water was added, fl^^ 
sq(>arated and purified by HPLC. 



5 




Ex. 


RN- 


X. 


•HNMR (400MHz, DMSO-D6) 


■ m/2 


506 




H 


i.33-l.70n (ni. 6I9, 3.17 (m, IH), 4J26 (s, 2^ 
7.13-7.96 (m, 8H), 8.89 (s, br. IH), 9.08 (d, J = 
8.4Hz, IH), 12,63 (s, lH) 


358 


507 




H 


1.05-1.30 (m. 5H), 1.62 (m, IH), 1.80 (m, 210. 
2.15 (m, 2H), 3.10 (m, IH). 4128 (s. 2H). 7.13-7.78 
(m. 810. 8.79 (s, br, IH), 9.07 (d, J = SAHz. IH). . 
12.63 (s, l H). ; 


372 


508 




H 


1-55 (m, IH). 1.85 (m. 2H), 1.98 (m, IH). 2.95 (m, 
IH). 3.12 (m, IHX 3.85 (m, 2H). 4.15 (m. IH). 
4.27 (s, 2H). 7.12-7.79 (m. 8H). 9.04 (s, br. IH). 
9.07 id, J = 8.4H2. IH). 1Z62 (s, IH). 


374 


509 




H 


0.95 (d. 6H). 2.01 (m, IH), 2.80 (m, 2H), 4.26 (s. 
2H). 7.12-7.78 im; 8H), 8.78 (s, br, IH). 9.07 (d, J 
» 8.4Hz, IH), 12.62 (8,1H). 


346 
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510 




H 


1.42 (m. 2H). 1.61 (m, IH). 1.76-1.87 (m, 3H), 
2.95 (m, 2H), 3.17 (m.lH), 3J27 (m, 2H), 4.38 (d, 
2HK 7.13-7.72 (m, 8H), 9.08 (d, J = S.OHz, IH)i 
^5, or, Jxi/, j^.OZ ^s, -lrlj 


388 


511 




H 


2.15.(111, 21^ Z55 (m, 4H). 3.25 (m, 4H), 3.73 (m. 
4H), 439 (s. 2H). 5.40 (s, br, IH), .7.13-7;96 (m, 
8H), 9.08 (d, 1= 8.0H2, IH), 12.63 (s, IH) 


417 


512 


^ H 


OMe 


1.00-.i:.iU tna, lOH), 3.07 (m, IH), 3.94 (s, 3H). 
4.21 (s, 2H), 5.81 (s, br. IH), 7.12-7.72 (m. 7H), 
8.53 (s. br^lH). 9.04(d, J= 8,4Hz. IH), 12,61 (s. 


402 


513 


P H 


OMe 


1.55 (m, IH), 1.90 (m, 2H), 2.03 (m, 1^ 3.02 (m. 
IH), 3.12 (m, IH), 3.75 (m, IH). 3.85 (s. IH), 3.89 
(m, 4H), 4.15 (s, 2H), 7.10-7.75 (m, 7H), 8.84 (s, 
br, IH), 9.04 (d, J = 8.4Hz, 11^, 12.60 (s, 11^. 


404 


514 




OMe 


QS6 (d. 6H), 2.00 (m, IH), 2.80 (m. 2H), 3.94 (s. 
3H), 4.20 (8, 2H). 7.12-7.54 (m, 7H), 8;50 (s, br, 
IH). 9.05 (d, IH), 12.61 (s, IIQ 


376 


515 




OMe 


1.15 (m, 2H), U3 (m, IH), 1 .62 fm. 2m 1 97 (m 
2H). 2.88 (m, 2HX 3.21 (m, 2H), 3.51 (s, 2H), 3.85 
(s, 3H), 4J7 (t, J = 5.2Hz, IH), 7.08-7.68 (m, 7H), 
9.01 (d, J=. 8.4H2, VS), 1Z50 (s, IH) 




516 




OMe 


2.17 (m, 2H);2.50 (m, 4H), 3.25 (m, 4H), 3.73 (m, 
4H), 3.99 (s, 3H), 4.40 (s, 2H). 5 JO (s. br, IH), 
7.12-7;95 (m, 7H), 9.0S (d, J- 8,4H2, IH), 12.62 
(s,lH) 


447 



EKamDles.si7-si7. 

The foUowing exiles were prepared by the following procedure using appropriate 

• aminie. 



the appropriate methoxy compound (0.2 mmol) in 5 ml BBr, (IM in CHaQz) was stirred 
oveftiigbt at room tranperatureJ Qiish^ ice was added arid the solvent was removed under 
reduced ptessore. The residue was iSssoIved m the minimum amount of DMSO and purified 
byHPLC. . 
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Ex. 


RN- 


'H NMR (400MHz, DMSO-d6) 




517 




K69-I.7I (m. 6HX iOO (m, 2H), 3^2 (m, IH), 4.15 (s, 
2H), X07-7.68 (m, 7H), 8.60 (s, te, IH), 9.03 (d, J « 
8.4Hz, IH), 1033 (s. IHl 12^60 (&. 1H> 


374 


518 


xyK 


1.05-2.10 (m, lOH), 3.05 (m, IH), 4.18 (s, 21^ 7.(^-7.70 
(m. 7H), 8.50 (s, br. IH). 9.02 (d, J « 8.4Hz. lift 10.53 (s, 
lH),12.dO(s, lH). - 


388 


519 


^—O H . 


1.45-2.05 (m, 4H), 2.80-3.10 (m, 315, 3.75-3.80 (m, 2H), 
4.20 (8. 2H). 7.09-7.70 (m, 7H). 8.70 (m. IIQ, 9.02 (d. J « 
8.4Hz, IH). 10J5 (s. IH), 12.59 (s, IH). 


390 


520 




0.95 (d, 6H). 2.00 (m. IH), Z85 (m. 2H). 4.18 (s, 
7.08-7.70 (m. 7H), 8.57 (s, br. IH), 9.02<d, 8.4Hz. IH), 
10JS0(s. lift 12.59 (8»1H). 


362 


521 




1.30-1.80 (m, ffl), 3.00<in. 21^. 3.20-3.40 (m. 3H), 4.29 
(s, 2H). 7.09-7.70 (m. 7HX 9.03 (d. j - 8.4Hz. IfiQ, 10^55 
IHX 12.59 (s, lH). : 


404 


522 




Z18 (m. 2H), 2.5? (m, 4H>, 3Ji5 (m. 4H), 3.73 (m, 4H), 
4.37 2H), 5.42 (s, br, IH), 7.1 1-7.70 (m, 7H), 9.03 (d, J 
- 8.4Hz. lift 9.92 (s. br, IH), 1Z60 (s, IH). 


433 



Example 523 

6r(3-hydrox3ai»ethyl-phenyl-2/f-[lA4]tria2»lb[4^^^^ 
5 To a 5 ml vial, 6-cmoro-2ff-[l^,4]triazolo[43-a]qaiholin-l^ (50 mg, 6.228 mmbi), 3- 
mninophenylbpromc add (41 .5 mg, 0.274 imnol), ceshim cartonate (148.6 mg, 0.456 mmol), 
and tetrakis(trisphenylphosphme)palladimn (18 mg, 7 mol%) were ^Icbd in 3 ml of 
dioxane:water (4:1). The leaction was subject to microwave irradiation at 165»C for 2Qimn. 
After cooling down, tHe upper layer was separated and concentrated. The residue was, 
10 dissolved in flie minimum amount of DivlSO, filtered through a 2[a cartridge, and the ^trate 
purified by ffi>LCto yield th etitle com|)6und as a white solid 075.5%). 
•h 1^ (400MHz, PMSO-d<0i 4.«0 (s. 2H), 5.28 (s, l^^^^^^^ 
8.4Hz, IH), 12.58 (s, IH). m/z: 2:91 



15 
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Examples SlA-^m 



The following examples were prq)ared by the following prbcedi 
add 



lure using: appnqniate bbionic 




10 



15 



20 



Exp. 


Y- 


NMR (400MH2, DMSO-rfd) 


m/z 


524 


4-hydroxymethyl 


4.60 (s, 2H). 5.30 (s, br, IH), 7.10-7.78 (m, 8H), 9.03 
(d,j:= 8.4Hz, IH). 12.57 (s, lH), 


291 


525 


S-amino 


6.86-7.78 (tn. 8H), 9.03 (d, J = 8.4Hz, IH), 12.56 (s, 
IH). 


276 



The compomds of the present invention have utiUty for the treatment of ieopl^^ 
disease by acting upon checkpoint kinase. Methods of treatment target checlqjpint kinase • • 
activity. Thm.inMbitorsofcheckpointkinasehayebeenshowntoaUowceUst^^^^ ■ 
inappropriately to the metaphase of mitosis leading to apopto^ 
therefi«e have anti-pioliferative effects. Thus chec^^^ 

of ceU division and are expected to be active against neoplastic disease such 
the breast, ovary, lung, colon, prostate or other tissues, as well as leukemias and iymphoriias. 
tumors of the central and peripheral nervous system, and other tumor types such as ' ' 

melanoma, fibrosarcoma and osteosareoma. QiecI,5,oint kinase inhibitors are also expected to 
be useful for the treatmeht other proliferative dise^es including but not limited to ~ 
autoimmune, inflammatory, neurological, and cardiovascular disea^ 

<WaUy, the compounds of the present invention have been identified in one * 
assays descnT)ed bdow as having an IC50 vahie of 25 micromolar or less. 

Checkpoint Kinase 1 Assay: This in vitro assay measures the inhibition of CHKl 
kinase by compounds. The kinase domain is expressed in baculovirus and purified by the 
GSTtag. Purified piotenan^biotinyiated peptide substrate (Cdc25Qi^ 
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well automated Scintillation Proximity Assay (SPA). Specifically, peptide, en2yme and 
reaction buffer are mixed and aliquoted into a 384 well plate containing dilution series of 
conqK>unds and controls. Cold and hot ATP are then added to initiate the reaction. After 2 
hours, a SPA bead slurry, CsC12 and EDTA are added to stop the reaction and capture the 
biotinylated peptide. Plates are tiien counted on a Tppcount Data is analyzed and IC50s 
detemiined for individual compounds. 

Abrogation Assay: This cellular assay measures the ability of CKKl inhibitors to 
abrogate the DNA-damage induced G2/M checkpoint Compounds active against the en25ane 
(< 2 \}M) are tested in the cellular assay. Briefly HT29 cells (colon cancer cell lin6, p53 null) 
are plated in 96 weH plates on day 1 , The following day, cells are treated with canq)tothecin 
for 2 hours to induce DNA damage. After 2 hours, camptothecin is removed and cells are 
treated for an additional 18 hours with test compound and nocodazole, a spindle poison that 
traps in cells m mitosis that abrogate the checlq)omt Cells are then fixed with formaldehyde, 
stained for the presence of phosphohistone H3, a specific marker for mitosis andM?eled wiidh 
Hoechst dye so that cell number can be measured. Plates are scanned using the Mitotic tidcx 
protocol on the Array Scan (Cellomics), As apositive control for abrogation, 4 mM caffeine 
is used Compounds are tested in a 12-point dose response in triplicate. Data is analyzed and 
EC50s determined for individual compounds. 
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Claims 

1 . A conqpound haying fonnula (I): 




wherein: 

m is independently selected at each occiOTenTO 

n is independently selTCted at each occun^nce fiom 0 or 1^ 

A is optionally substituted phenyl, optionally substituted phenol^ optionally substituted 
heterocyclic; 

B is optionally substituted phenyl, optionally substituted phenol, optionally substituted 
heterocyclic; 

is H, OH, F, Ci, Bfi I, NH2, -C(-0)R^ .C(=0)^raR^ C(=^ 
C(=0)(CH2)2R', C(K))(CH2)3R^ 'C(=0)MI(CH2)NH2. -CX==0)lffl^^ « 
C(K))NH(CH2)3NH2, <K=<>)*ra^ 

C(=0)NH(CH2)3N(CH3)2, -C(-0)NH(CH2)2NHCH3, -C(=<>)NH(CH2)30H, -C(=0)NHNH2, 
C(=0)]^CH(CH3)CT2N(CH3K-C(=<))1^ 

(CH2)i.30H, -C(=0)OR^ -C(=0)NH]SIH2, -NH(CH2)i.3R\ -CH2NH(CH2),.3R% - 
NHC(=0)OR, <C6H4)NH-cycloalkyl, -(C6H4)NH-optionaUy substituted heterocycle, - 
(C6H4)CH2NH-alkyl-OH, ^C6H4)N(CH3)2, -O-alkyl-NHi, optidnaUy substituted alkyl, 
optionally substituted N-aJkyl, optionally substituted alkeayl, optLoimily substituted alkynyl, 
optionally substituted cycloalkyl, optionally substituted cycloalken^ optionally substituted 
cycloaDcynyl, optionally substituted aryl, optionally substituted alkoxy, optionally substituted 
heterocycle, or optionally substituted fiised heterocycle; 
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R^s H, OH, F, CI, Br, I, NH2, (CH2)i.30H, -C(=0)OR% -C(=0)NHNH2, -NH(CH2)i- 
3R\ -CH2NH(CH2)i.3R% -NHC(=0)OR, optionally substituted alkyl, optionally substituted N- 
alkyl, optionally substituted alkoiyl, optionally substituted alkynyl, bptioiially substituted 
cycloaUcyl, optionally substituted cycloalkenjd, optionally substituted cycloalkynyl, optionally 
5 substituted aryl,optionaUy substituted dkoxy,optionaUy substituted heterocyd^^ 
optionally substituted fused hetCTOcycle. 

is is H, OH, F, CI, Br, I, NH2, CHTs; 
rMs H, oh, F, CI, Br, I, NH2, R^ OCH3, -C(=0)OR% "C(=0)NHNH2, -NH(CH2)i- 
. 3R^ -CH2^IH(CH2)l.3R^-NHC(=<))OR^^ 
10 (C6H4)CH2N(CH3)(CH2)i-3R% -(C6H4)(CH2)o.3R^ -(C6H4)(R^CH2R% -(C6H4)CH2NHR^ - 
(C6H4)C(=0)R'* -(C6H4)NHC(=0)R*, -(C6H4)CH2NH(CH2)ioR^R\ -(C6H4)N^ 
optionaUy substituted alkyi, optionaDy substituted N-alkyl, optioi^ 
optionally substituted alkynyl, optionally substituted cycloalkyl, optionally substituted 
cycloalkenyl, optionally substituted cycloalkynyl, optionally substituted aryl, optionally 
15 substituted alkoxy, optionally substituted heterocycle, or optionally substituted fused 
heterocycle; 

R^ is H, OH, F, CI, Br, I, NH2, OCH3. ^(=0)0R', -C(-0)NHNH2, -NH(CH2)i.3R% - 
CH2NH(CH2)l.3R^ -NHC(=0)OR^ optionally substituted alkyl, optionally substituted N- 
alkyl, optionally substituted alk^yl, optionally substituted alkynyl, optionally substituted 
20 cycloalkyl, optionally substitoted cycloalkenyl, optionally substituted cycloalkynyl, optionally 
substituted aryl, optionally substituted alkoxy, optionally substituted heterocycle, or . 
optionally substituted fused heterocycle; 

R^ is H, OH, F, CI, Br, I, NH2, NHCi^ alkyl, N(Ci^alkyl)^^ 
-(C6H4)CH2NR*R> optionally substituted aryl; 
25 ' R" is H, OH, OCH3, Ci^lkyl, C^alkoxy, NH2, NHCH3, N(CH3)2, CH2C(CH3)2, 

optionally substititiied phenyl, optionally substititued cycloalkyl, optionally substituted 5 or 6 
or 7 inembered heterocycle having 1 or 2 oxygen or 1 or 2 nitrogen or 1 nitrogen and 1 
oxygen or 1 nitrogen and 1 sulfiir Oi: 1 oxygen and 1 siilfur^ra 

R^ is H, OH, OCH3. Ci.6alkyl, Ci^oxy; 
30 , R^ is optionaUy substituted C4-7 beterocycle; 

X is CH, substituted C, N, O, or any combination tiiereof; 

Y is CH, substituted C, N, O, or any conibination &ereo^ 

Z is CH» substituted C, O, or any oombination thereof 
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V is CH, substituted C, N, O, or any combination thereof; 
or a pharmacexitically aceptable salt thereof. 

2. A compound of formula (I) as claimed in claim 1 wherein m is 0. 

3. A compound of formula (T) as claimed in cliaim 1 wherein n is 0. 

4. A compound of formula (I) as claimed in claim 1 wherem is -C(=P)R^ - 
C(=0)NHR^ C(-0)CH2R^-C(<))(CH2)2R^^^^ 

C(=0)NH(GH2)2NH2, -C(:0)NH(CH2)3NH2, -C(=Mi))NH(CH2)N(Ci^^ - 
C(==0)MI(CH2)2N(CH3)2,^^^-^ . 
C(=0)NH(CH2)30H. <:0K))NHNH2. .C(=^^ ^ 
C(=K))NH(CH2)2NHC(CH3)2, 

5. A compound of formula 0) as claimie^^^ 

3OH, -(C6H4)NHcycloaIkyI, 0(CH2)i.3NH2, -(C6Hi)NH^cycloal^^ <C6H4)NH-optionaily 
substituted heterocycie; KC6H4)CH2NH-aIkyl-OH, -(C6H4)N(GH3)2, -O-alkyl-NHj, ^ 

6. A compound of fonnula (I) as claimed in claim 1 wherdn is H or (CH2)i-30a 

7. Acompoikdoffonnula(]Qasclainiedinc 

8. A compound of formula (T) as claimed in claim 1 wherein R* is H, PCH3, 
.(C6H4)CH2NH(CH2),.3^^^ "(C6H4)CH2N(CH3)(iM2)i^% <C6H4)CH2R% - 
(QftXR*^CH2R^ -(C6H4X::H2^fH^ -(C6H4)C(=0)R* -(C6H4)1>IHG(=0)R\ - 
(C6H4)CH2lW(CH2)l.3R"R^ -(C6H4)NHS02CH3.optionaUy substituted aryl, or optionally 
substituted heterocycie. 

9: A compound of formula (I) as claimed in claim 1 wherein R"* is halogen, or an 
optionally substituted 5-niembered heterocycie wherein said substitirtibn is selected from - 
N(CH3)2, -NCH2NGH3, -CH2NCH3, CH2-P?)era2ine, or CHi-methylpiperazme. 

1 0. A compound of fonnula (I) as claimed in cl^ 1 wherein R^ is halogen or an 
optionally substituted furan, optionally substituted pyridine, or optionally substituted 
thiophene. 

11. A compound of formula (I) as clahned in claim 1 wherein R^ is optionally substituted 
fiiran, optionally substituted pyridine, or optionally substituted thiophene wherein said 
substitution is selected from -^((33)2, -NCH2NCH3;-CH2NCH3, eH2-pipera2ine, CH2- 
methylpiperazine. 

12. A compound of formula Q) as claimed in claim 1 wherem R^ is H, OH, or OCH3. 

13. Aconq>ound of formula Q) as claimed in claim 1 whereinR^ is H, 
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-(C6H4)CM2R". -(C6H4)CH2NR"R*. 

14. A coiiq}ound of fonnula CO as claimed in claim 1 wherein X is CH or N. 

15. A confound of formula (J) as claimed in claim 1. wherein Y is CH or N. 

16. A compoxmdoffonnula (I) as claimed in claim! wherein Z is CH or N. 

17. A compound of formula (0 as claimed in claim 1 wherein V is an optionaily 
substituted carbon. 

18. A conopound of formula Q as claimed in claim 1 wh^situ 

■ mis 0 or. 1; .. 

.:.^nisO;. ." . .■ ■ - ■ 

R' is NH2, CH3, or (CH2)i.30H; -(C6H4)NHcycloalkyl, 0(CH2)i.3NH2, -(C6H4)NH- 
cycloallqrl, -(C6H4)NHK>ptionaUy substituted heterocycle, <C6H4^ 
(C6H4)N(CH3)2. -O-alkyl-NHz; . 

R^isHor(CH2)i.30H; 
R'isH;' . . 

R'* is OCH3, -(C<aL,)CH2NH(CH2)i.3R\ .(C6H4)CH2N(CT^^ 
(C6H4)CH2R", -(C6H4)(R*^CH2R», -(C6H4)CH2NHR'' KC6H4)C(=0)R' - 
(C6H4)NHC(K))R% -(C6H4)CH2NH(CH2)I.3R'll^ -(C6H4)NHSQ2CH3/6 
substituted aryl, or optionally substituted heterocycle; 
R^isH,OH,orOCH3; ' 
R'' is H; >(C6H4)CH2R". -(C6H4)CH2NR''R'*; 

R» is OH. OCH3, C,.6alkyl, NH2, NHCH3, N(CH3)2, CH2C(CIl3)2. optionally 
substititued cycloallqrl, optionally substituted 5 or 6 or 7 membered heterocycle 
. having 1 or 2 oxygen, ot 1 or 2 nitrogen, or 1 nitrogen and 1 oxygen, or 1 nitrogen and 
. " • 1 sulfur, or 1 oxygen and 1 sulfur ring atoms; 
R* is OH, OCH3. Ci^alkyl; 

X, Y.Zand V are CH. - 

19. A confound of formula (I) as claimed in claim 1 wherein: 

; •- . mis 1; ■ ■ ' .. • - ■. ■ • . • : 

nisO; , .,.<.- 

R» is -C(=0)R'' -C(=0)NHR*, C(=0)CH2R'' -C(=0XCH2)2R*, C(=0)(CH2)3R\ - 
C(H3)NH(CH2)NH2. -C(K))NH(CH2)2NH2, -C(<))NH(CH2)^ 
e(=<>)NH(CH2)N(CH3)2. -C(<))]m(CH2)2N(CH3)2, -C(=<>)m^ 
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C(<))>e(CH2)2NHCH3, -C(=0)NH(CH2)30H. -C(==0)NHNH2. - 
C(K))lfflCH(CH3)CH2N(CH3)2.-C(=0)NH(CH2)2NHC(CH3)2; 

R'isH; . n/. ■...v • 

R'^ is halogoi, or an opitipnaUy substitu 

■ R' is H; ' ^ ■ 

R*i&H; .. • ---^ r-^-'y-- '''' 

X Y.Zand V are CH. 

20. A compound offoimulaO^ as clainied in claim 1 wherein: " ' — " ' 

■ . niisl;-' .. ^' ■ 

R* is -G(=0)R'' -C(=0)NHR% C(=6)CH2R*' -C(=0)(GH2)2R^ C<-0)(CH2)3R% . 

C(K))NH(CH2)NH2, -C(=K))]SH(CH2)2ira2, -C(K))NH(CH2)^ 

C(K))NH(CH2)N(CH3)2. -C(=<>)ira(CH2)2N(CH3)2, -C(<))^^^ 

G(<))NH(CH2)2^raCH3, -C(=<>)ira(GH2)30H. -C(^)NHNH 

C(=0)NHCH(CH3)CH2N(CH3)2. -C(=0)NH(eH2)2NHC(CH3)2; 

R^isH; -■ ' : ^'^ '-' ■' 

RMsH; .. • ■ ■ ' 

R* is halogen, or an optionally substituted S-membered hetefocycle whereiQ said 
substitution is selected fiom -N(CH3)2, -NCH2NCH3, -CHaNCT^^ 
CH2-methylpiperazine; ' \ 

R'isH; ^ ' - - ■•• • • • ' -'{''■■ ■ - 

R*isH; . 

Xj Y.ZandVarc CH. . ^ . , . 

21. A compound selected from: . • * . • 

5-methyl[lA4]triazolo[4,3-a]quinolin-l(2H)-one; ' . . . ' 

5,9-dinKfliyl[1.2,4]triazolo[4,3-a]quinolin-l(2H)-on^^^ 
«-meflioxy-5-metiiyl[1.2,4]ttiatrolo[43-a]quinolin-l(2I^ . ' 

8-fluoro-5-iriethyl[lA4]triazolo[4;3-a]quinolin-l(2H)-one; 
5-broino-5-(hydioxymethyO[lA4]triazolo(4,3-a]quinolin-l(2H)-<^ 
[lA4]triazolo[4>a]qumolm-l(2H)-one; 
elh34-7-faDmo-l.<)xo-i^-^aiydro[lA4]triazolo[4^^^ 
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Ethyl-7-methyl-l-oxo-l^-dihydro[l,2,4]triazolo[4,3-a]qumolme-5-car^ 

7-methyl-l-oxo-l,2Hdihydro[l,2,4]triazolo[4,3-a]qumoIine-5K:aA 

5-amino[lA4]triazolo[43-a]quinolm-l(2H)-one; 

5-ammo-7-bromo[l,2,4]tria2olo[4>a]qumolin-l(2^^ :, 
5 7-methoxy-5-methyl[lA4]triazolo[43-a]quinolm-l(2H)Hjn6^ 

7- hydroxy-5-meaiyl[lA4]triazolo[4>a]qiiinolin-l(2ir^ 

8- hydroxy-5-methyl[U,4]triazolo[4>a]qumolin4(2H)-on^^ 
5jKiime1hyl[l^,4]triaz»lo[43-a]qumolin-l(2H)-oiie; " 
5,8-dimediyl[l^,4]tria2»lo[4>a]quinolin-l(2 . - ^ 

10 9-hydroxy[l^,4]triazoIo[43-a]qumolin-l(2H)-one; 

T-butyl-7-bromo-l-oxo-i;2-daydro[l A4]triazolo[4i3-a]qirino%-5-ylc^^ 

7,8HiihydrDxy-5-methyl[l,2,4]triazolo[43-a]quinolin-l(2H^ 

7,8-melhoxy-5-methjd[lA4]triazolo[4,3-a]quinolm-l(2H^ 

7,8-methoxy[iA4]triazplo[4,3-a]quinolin-l(2H)-bne; . 
15, 73-dihydroxy[l^,4]tria2»lo[4,3-a]qumolm-l(2H)-one; 

5-cWoro[i;2,43tria2olo[4,3-a]qumolin-l(2H)-one; 

l-oxo-l^-^ydro[l,2,4]triazol6[43-a]qumolme-5-cari)ohydt^ : 
7-hromo-5-methyl[l^,4]triazol6[43-a]qumolin-l(2I^ne;; 
74odo-5-methyl[l,2,4]triazolo[4>a]qainolin-l(2H)-one;: ^^^^^^ ^ 
20 7-<3-ammophenyl>5-meUiyl[i;2,4]tria2»lo[43-a]quinolm-l(^^ 

7- (3-hydroxyphenyl)-5-methyl[l A4]triazolo[4,3-a]quinolm-l(2H)-oh^^ 

8- (3-hydroxyphenyl)-5-metfiyl[l^,4]triazolo[4,3-a]qumolin-l(2H)-one; 
8-[3<hydroxymetliyi)phenyl-5-methyI[l,2.4]triazolo[4,3-a]quinolin-r(2H^^^ 
8-[4-0iydroxyme1byl)phenyl>-5-methyl[l,2,4]triazolo[4,3-a]qum 

25 8-(3-ammophenyl)-5-methyl[l,2,4]triazdlo[4,3-a]quinplm-l(2i0 
5-(3-ammophenyl)[l,2,4]triazolo[4>a]quinolin-l(2H)Hone; 
5-[4-(hydioxymetliyl)phenyl[i;2,4]triazolo[4,3-a]qumolm^ 
Ethyl 7-methylrl-oxo-l,2-4ihydro[l^^^^ 

,5-aiiiino^7-<3-aihinophenyl)[i;2,4]triazolo(4,3-a]qumolm-l(2H)Km 
30 7K2-hydroxyphen5d>5-mefliyl[l^,4]tria2»lo[43^a]qimolm^ 

4- ainim[lA4]triazolo[43-a]quinolm-l(2E^ne; 
.5-amino-7-<3-hydroxypheny0[lA4]triazolo[4,3-a]quiiiolin-l(2H^ 

5- aniiiio^7-^3HChydroxymefliy^liCTyi][lA4]triazolo(43-a]q^ 
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5<l-benzotmen-2-yl)[l,2,4]triazolo[4,3-a]qumolm-l(2H)-one; 

5<3-(hy<koxyme%I)phenyl][U,4]triazolo[43-a]quinolm-l(2H)-one; 
5-[(E)-2-(4^Morophenyl)vinyl][U,4]triazoloi43-^^^ 

5-{2,4-dihydroxyphehyl)[lA4]triazolo[43-a]quinolin-l(^ 

7-<2-hydroxyphen)i)[lA4]triazolo[4,3-a]qumolin^ : : 

5-(2-furyl)[i;2,4]triazolo[4,3-a]qumolin-l(2H)-one; ' 

7- (2,4-dihydroxyphenyl)-5-methyl[li2,4]triieolo[43-a3q^ 
5-phenyl[i;2,4]tria2olo[4>a]quinolin-l(2H)-one; 
5-{[2K3,4-dimethoxyphenyl)ethyl]aimno}[l,2.4]triazolo[4^-a]qu^ 
5-[2,6-difhiorobenzyI)aimno][U,4]tria2olb[4,3-a] 
E»hyl l-oxo.UKiihydro[lA4]triazolo[4.3-a]qirinol^^ 
5Y4-{[(2-pyridih-2-ylethyl)amino]methyl}phenyi;[lA4]tri^^^ 

5Y4-{[(2-hydroxyethyl)ainipo]meUiyl}phenyy[lA4]liia2olo[43-^^ ' 

8- bromo-l^xo-l,2-Kiihydro[l,2,4]tria2olo[43-a]qumoline-5-c^ 

7-[(4-hydroxymethyl)phenyl]-5-melhyl[l A4]triazolo[43-a]quinolm-^ 

544-[(4-metliyIpiperazin-l.yl)methyl]phenyl}[lA4]triazol^^^^^ 

5-(be^Iammo>7-biomo[lA4]tria2olo[4>a]quinoli^^ 

E%17-metiioxy-lK>xo-U-dihydio[lA4]triazolo[43-a]quinoln^^^^ 

5-[4-^{[3-{dimethylainino)pK)pyl]aminp}methyyphaiyl][lA^^ 
20 one; 

5-/i^{[(3-moipholin-4-ylpiopyl)aniino]methyl}phenyi;[l 
one; 

5-amihb-7-niethyl[U,4]triazolo[4,3-a]qumoIin-l(2H)-one; 
T-bulyr7-meifaoxy-i-oxo-l,2^ydiD[1.2,4]triazolo[4.3-a](pi^^ 
5-amino-7-methoxy[l;2,4]triazoIo[4,3-aiquinolm-l(2H)-one; - 
8Hiimelliylammo-5-methyl[lA4]triazolo[4>a]qUmolm-l^ 
5-aniino-8-[4r(hydroxymethyl)phenyl][l^,4]tria2olo[4^^^^ 

M4-{K2S)-2<hydrox3miefliyl)pyiToUdm-i:,yl]methyl}ph^^^^ " 
l(2H>one; 

H4<{[l-(hydtDxymethyl>2-me%lpropyIjammo}metfayI)phenyl] 
a]qiiinolm-l(2H)-one; 

H4-{[4K3-incthy^»henyl)pipera2in-l,yl]mediyl)phenyl)[lA^^ 



25 



30 



one; 
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7.[4-({[3.(dimethylanimo)propyl]ammo 
a]quinolin-l (2H>one; 

5.methyl.7K4-{[(3-morpholin^ylpropyI)ainm 

a]qumolin-l(2H)-one; j . 

5-methyl-7K4-{[(2-pxndin.2-ylethyl)animo]methyl}ph^ 
l(2H)-one; 

7K4-{[(2-hydroxyethyl)anrino]inethyl}phenyl)-5-melliy^^ 
one; 

5-methyl-7-{4-[(4-methylpipeiWl:.yl)methyl]p^^^^ 
one; 

7-(4-{[(2S>2-(hydroxymethyl)pyiTOUdin-l-yl]methyl} 
a]quinolin-l(2H)-one; 

7-[4<{[l-(hydroxymethyl>2-methylpropyl]9nun 

mcthyl[l^,4]triazolo[4,3-a]quinolm-l(2H)-one; 

7-(4^{[ethyl(pyridm-4-ylmethyl)aniino]melhyl}ph^^ 
a|quiiiolin-l(2H)-one; 

5-methyl-7-[4-({[3-(2-oxopynolidin-l-yl)piopyl]ainino}me%^^ 
a]quuu)lm-l(2H)-one; 

5-methyl.7-[4-({4-[3<timuoromethyl)phenyl]piperazm-l- 
yI}meltyl)phenyi][lA4]triazolo[4,3-a]quinolm-l(2H)-one; 

7- {4-[(isobutylamino)methyl]phenyl}-5-melhyl[i;2,4]tria2olo[^^^^^^ 
5-[3<{[3-(dimethylamino)pK)pyi]ammo}me&^^ ' 
a]quinolm-l(2H)-one; 

5.ammo-8-[3-(hydroxymethyl)phenyl][U.4]triazolo[4.3-^^^ • 

5-{3-[(dimethylainino)methyl]phenyl}Xl^,4]triazoIo[4,3-a3quino^^ 

5-{4-[(dimethylainino)methyI]phenyl}[i;2,4]tria2olo[4^^ 

8- [3-(dimethylarmno)phenyl]-5-methyl[1.2,4]triazolp[4,3-a]q^^ 
5-methyl-7-[4-({[2<lH-pyn:ol-l-yl)phenyl]amino 

a]quiooliii-l(2ifhone; *. . 

3-hydroxy.2<ls>xo-U-daydro[U,4]lriazolo[43-a]qumoIm-5-^^ 

H4^{[3<lH-iimdazol-l-yI)pn>pyl]ammo}methyl)phenyl]-5-m 
a]qiimolin-lC2H)-one; 
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5-(4-methoxy-3-«(2.pyridin.2-ylethyl)amino]meliiyl}^^^ 

l(2H)-one; . 1 > J4 

H3-({[l-(hydroxymethyl>2-methylpropyl]ammo}methyl>4^ 

metiioxyphenyl][U,4]triazolo[4,3-a]qumolin-l(2H>^ 

5-{4-meth««y.3.[(4-methylpipeia2in-l-y^ 

l(2H)-one; 

5-(3-{[(2R>-2,(hydroxymethyl)pynDHdin-l-yl]mc^^^^ 
a]qiunolm-l(2H)-oiie; 

5.[2^{(3<dimethylaniino)propyl]aiinno}methyl^ 

a]quinoIm-l(2H)-one; *. . 

5<2-{[(2S)-2-(hyditoxymethyl)pyrroUdm-l-yi]niet^^^^ 
a]qumolm-l(2H)-one; 

5-(2.methoxy-6-{[(2-pyridin-2.ylethyl)ammo]meth^ 
l(2H)-oiie; 

^{2-methoxy.6-[(4-methylpipeia2m-l-yl)methyl]phen^ 
l(2H)-one; 

5-[4-({[3<lH-imidazol4-yl)propyl]amino}methyl)ph^^^ 
l(2H)-oiie: 

5K4-{[etJiyl(pyridm^ylinethyl)ainino]melhyl}phenyl)^ 
■ one;" 

5-[4K{[3K2^xc5)yiioKdin-l-yl)propyl]amino}methyl)phenyl][1^.4^ 

l(2H)-one; . , . 

HM{C2-(lH-pyiTOl-l-yl)ptienyl]ammo}methyl)phenyl][lA4]t^^ 
one; 

5-(4-hydroxy.3-{[(2R):2.(hydroxymethyl)py^^ 

a]qumolin-l(2ir)-one; ' 
5-[4-hydroxy-3;:({[I^ydioxymethyl)-2- 
.methylpiopyl]ainmo}meAyl)phenyl][U,4]Mazob 
5-(2:hydn>xy^{f^S>2.(hydioxyme<hyl)pynoHdin-l-yl]meli^^^ 

a]qulnolm-l(2E0-one; ! 

5:{2^ydioxy-^[(4.meAyliHpetazin.l-yl)methyl]phe^yi 
l(2H)-onc; 
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HH{ [4K'^nie%lpiperazm-l :yl)phenyl]animo}m 
a]qainolm-l(2H)-one; 

5-(4-{[methyl(2-pyridin-2-ylethyl)amiiM>]me%l}pheny0[i;2,4]t^ 
l(2I©-one; 

5-(4-{[(2-fuiyImeth3a)amino]miBthyl}phMyl)[l^,4]triazolo[43 
HH[(3-fuiylmethyl)ainmo]methyI}phenyl)[lA4]tria2oloK^^ 
H4-[({2-[({5-[(dimethylamino)metliyl]-2- ■ 
foiyl}methyl)thio]ethyl}ainmo)methyl]phenyl}[lA4]triazo^^ 
H4-{[(2^-dihydio-l-lwn2»furan-3-ylmethyi)in^ 
a]quinolin- 1 (2H)-one; 

5-[4-({[(l-methyl-lHrpym)l-2-yl)me4yl]ammq}me1hyl)phe^^ 
a]quinolin-l(2H)-one; 

5-[4-({t2<4-benzylpipera2an-l'yl)ethyl]aniiiM>}methyl)ph 
l(2H)-6ne; 

5K4-{[(pyridm-4-ylmetiiyl)amino]methyl>phenyl)[l,2,4itriazolo[^^ 

5-(4-{[(4rmorpholin-4-ylphenyl)aiimiD]mefliyl}phaiyl)[l^,4]tri^^ 
one; "' • ' 

5-ainino-8-bromo[lA4]tria2olo[4,3-a]qumolm-l(2H)-orie; ; 
K4-{[4-(hyd«)xymethyl)piperidm-l-yl3me%l}phenyl^^^ 
a]qumolin-l(2H)-Qne; ^ 

5-(4-{[47(hytoymethyl)piperiduHl-yl]meA^ 
one; " . 

7-(4-{[(2-furylmethyl)amino]methyl}pheny0-5-methyl[l,2,4]tria2»l^^^ 
one; . • . 

5<4-{[4-(2-hydroxyethyl)piperidm-l-yl]memyl}phenyl)[U,4]triazolo[4^ 
one; . . 

5-{4-[(4-pyiidin-2-ylpiperazm-l-yl)methyl]phenyl}(l,2,4]triazolp 
5-[4r({4-[4-(trifIuoroinethyl)pynmidin-2-yl]-l,4Hiiazep^^ 
yI}inefliyl)phenyl][lA4]triazolo[43-a]qumolm-l(2H)-on^^ 
4^[4-(l-K)xoTl^-dihydro[lA4]triazolo[43-a]quinolinr5-yI)benzyl]^^ 

4- [4-(l-oxo-li2-dfliydro[lA4]tria5rolo[4>a]quinolin-5-5d)be^ 

5- <4-{[Cp^pcridm-4-ylmethyl)anuno]mefliyl}phenyO^ 
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5<4-{[4-(2-hydroxyethyl>1.4-<Ua2epan-l-yl]metiiyl}^^ 
l(2H)-one; 

5-[4-({4-[3-cMoro.5-(trifluoiomethyI)pyrid^^^ 
yl}methy])phenyl][l,2,4]triazblo[4>a]quinolin:l(2H>^ 

5<4-{[4.(3-intropyridm-2^yi),l,4.cfiazep^^^ - 
aIquinoliQ-l(2H)-one; 

7-(4-metiioxy-3-{[(3-moiphpliii-4-ylpropyl)ii^ 
methyl[l,2,4]&iazolp[4>%umolu^^^ 
- 7K3-{I^-Vdroxyethyi)anim^ . 
a]qumolin-l(2H)-one,- . 

7<4-methoxy^,{[(2^din.2.ylethyl)ammo]ihea^^^^^^ 
a]quinolm-l(2H)-<Hie; 

7-<3.{(4-(2-hydroxyethyl)pipe3idin-l-^^ 

methyl[l^,4]tria2olo[43-a]quinolin-l(2H)-pne; 

7-{3-K{2-[({5-[(dimelhylammo)methyl].2-f^^ 

meflioxyphenyi}-5-methyl[li,4]liia2olo[4,3.a]qumolin-l^^^ 

5-{2-[({2-[({5-[(dimethylamm6)me%l]-2-furyl}m^^ 

methoxyphenyl}[i;2,4]tria2olo[4>a]qiiinolin-l(2H)^ 

5-{2.methoxy^I(4-pyridm.2-ylpipera2in.l.yl)^^^ 
l(2H)-one; 

5-(3-{K3.fiirylmethyl)ammo]methyl)-4-m^ 
•one; 

543-[({2-[({5-[(dimethylamino)inethyI]-2-fuiyl}meA^^^ 

.me(|i6xyphenyl}[lA4]tria2oIo[4^^a]qumolm^ ' - 

5-[3<{[2-(4.1^1piperazin-l-^^^^ 
a]qamoliii-l(^IQ-one; 

5-{4.methoxy-3.[(4-pj^dm-2-ylpjpeia2in-l,yl)^^^ 

l(2H)-oner " . ' ..: ■ • . : . . • . .. 

8-cUcm>-7-meflioxy-5-methyl[lA4]triazolo[4^-a]qim^ 

7.l^lefllox3^5-me^hyl.8^dnH^-yl[lA4]tri^ 

H3-(bttizyloxy)phenyl].7-in«*^ 

7-methoxy-8-[4<meflu,xymethyl)phenyi].5.methyI[lA^^ 
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Tert-butyl 3-(7-methoxy-5-methy^l-oxo-l^-dihydro 
yl)benzylcarbamate; 

8-[4-(aminomethyl)phenyl]-7-methoxy-5-methyl[i;2,4]tri^^ 
4-methoxy-3-(7-methoxy-5-methyl-lH)xo-l^-^ 
yl)benzaldehyde; . 

8-(3,4-dimethoxyphenyl)-7-methoxy-5-methyl[l,2,4] ^ 

8-(3-^hloro-4-fluoiophenyl>7-methoxy-5-methyl[l^ 

8-[4Kdiniethylamino)phenyl]-7-methoxy.5-me&^^ 

8-(3-aminophenyl>7-methoxy-5-methyl[l^,4]triazo 

8-(2,6-dimethoxyphenyl)-7-methoxy-5-mettiyl[li2,4]triM^^ 

7- methoxy-8-<3-meflioxyphenyl>5-methyl[lA4]tiiaTO 

8- (4-cMor6phenyl>7.methoxy-5-methyl[l,2,4]tiiazolo[4,3-a]qu^ 

7- methoxy-8-[3<methoxymethyl)phenyl]-5-methyl[l^^^^^ 
8"[3-(hydroxymethji)phenyl]-7-methoxy-5-methyl^ 

8- [4-(hydroxymethyl)phenyl]-7-methoxy-5-metfayl[i;2,4]« 
8-[3Kaininomethyl)phenyl]-7-methoxy-5-methyI[lA4]tri^ 
8K3-{[(2-hydroxyethyl)ammo]methyl}phenyl)-7-meA^ 
a]quinolin-l (2H)-one; 

7- metlioxyr5-methyl.8-[3-({[(^methyl-lH-pyTO 
[ 1 A4]triazolo[43-a] quinolin- 1 (2H)-one; 

8- (3-{ i4-(2-hydroxyethyI)piperidin-l -yl]methyy^ 
meth)d[lA4]triazolo[43-a]qum 

7- metiioxy-5-methyl-8-(3-{[(pyridm-4-ylinethyl)an^ 
a]quinolin- 1 (2H)-one; 

8- {3-[(isobutylamino)methyl]phenyl}-7-methoxy 

l(2H)-one; ' . 

7- inethoxy-5-inethyl-8-(3-{[(3-moiphoIin-4- 
yIpropyl)ammo]methyl}pWyl)[l,2,43trikolo[4;3-a]q^^ 

8- (3-{ [4-<hydioxymediyi)pq)eridi^^^ 
medi5d[lA4]triazolo[4,3-a]qumolin-l(2H><)ne; 

8-[3-<{ [3-(lH-imidazol-l -yl)propyl]ainmo}methyl)phen^^ 
m^yl[lA4]triazolo[43-a]qoiiiolin.l(2H>one; 
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8-(3-{[(3-chlorobeiizyl)amino]me%l}pheaayl)-7-me4^ 
a]qtiinolin-l (2H)-pne; 
7-methoxy-5-methylr8-[3-({methyl[2- 
(methylainino)ethyl]aiiiino}methyl)phen^ 
5 8-(4-metlioxyphenyl>5-methyl[l^,4]triazolo[4,3-a]q^ 
5-hydroxy-8-[4-(hydroxymethyl)phenyl][l,2,4]tri 
. 5-methyl-8-pyridin-4-yl[lA4]triazolo[4,3-^^^ 

7- hydroxy-8-[2-(liydroxymeth)4)phenyl]-5-^^ 

— 8-[3-(aunmometiiyl)phenyl]-7-hydroxy-5-methyl[l^^^^^^ 
10 8-[3-({[3-(dimethylammo)propyl]anuno}methyl^^ 
methyl[l4,4]tiiazolo[43-a]quinolin-l(2H)-^ 

8- [3-<{[3-(dimethylamino)piopyliamino}methyl)-4-me^^ ; . 
methyl[l,2,4]triazolo[4>a]quinolin-l(2H)-o^^^ 

7- methoxy-8-{4-methoxy-3-i(4-methylpipera2dn-l-yl)me^ 
15 methyI[l^,4]tria2X)lo[43-a]qi^ 

8- (H[(2-liydroxyethyl)ammo]me&yl}-4-methoxyphe^^ 
methyl[ 1 A4]triazolo[4^-a]quinolin-l (21^ 
7-methoxy-5-meAyl-8-(lH-pyirol-2-yl)[l,2,4]triazolo[4,^^^^ 

N-[4-(5-methyl-lHoxo-l^-Kiihydro[lA41tri^ . 
20 5-mefliyl-8-thien-2-yl[lA4]triazolo[4,3-a]quinolm^ 

5-ammo-8-tUen-2-yl[lA4]tria2»lo[4,3-a]q[im 

5-amino-8-(2-f\jryl)[lA4]triazolo[4,3-a]qumolm^ 

5-methyl-8r(lH-pyrrol-2-yl)[l,2,4]triazolo[43^^^ 

. 8-{2-fuiyl)-5-methyl[l,2,4]tri^ _ ' %. 

25 5-amino-8-tJiien-3-yl[l,2,4]triazo^^^ ;L , . 

5-methyl-8-tluen-3-yl[lA4]triazolo[4,3-a]qim 

N^-Kiimethyl-3-(5-metliyl- 1 -Gxo- 1 ,2-dihydro[ 1 ,2 
. 5-{4-[(cyclopentylaiiiino)methyl]phenyl}[l^ 

5-(4-{[(teti^ydrofuran-2-ylmethyl)ainm . 
30 l(2H)-one; 

5-<4-{[(2-hydroxypippyl)amino]meth>d}phenyi)[l^ 
T-butyl 4.{[4-(l-oxo-l^-dmydro[l A4]tria^ 
yl)ben27l]ammo}piperidme-l-caiboxylate; 
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7-hydroxy-8-(2-{ [(2-hydroxjTpropyl)anm 
a]qiunoliii- 1 (2H)-one; 

7- hydroxy-5-methj4-8-phenyl[l^,4]tria2x>lo[4,3-a]qiiino^^ .. \' 

8- (4-cUorophenyl)-7-hydroxy-5-methyl[lA4]triazolo[4,3-a]qiiinoM 
5 8r(3-chloro-4-fhiorophenyl)-7-hydn>xy-5-methyl[l^,4]triazo^ 

8-[4-(dimethylammo)phenyl]-7-hydroxy-5-methyl [ 1 ^,4]tri 
8-(3-aiiunophenyl)-7-hydn)xy-5-methyl[l^,4itri^ 

7- hydroxy-8-(2-methoxypyridin-4-yl)-5-methyl[l^,^^ 

5H[3-ainmopropoxy)[li>2,4]triazolp[4,3-^a]qum ^ . ^. 

10 8-(2-aminophenyl)-7-hydroxy-5-me&yl[l^,4]triazolo[4,3-^^ 

8- {2-[(cyclopentylammo)methyl]phenyl}-7-h^ 

l(2H)-one; . ' ^ 

7-hydix)xy-8r(3-hydioxyphenyl)-5-metliyl[l,2,4]triazolo[^^ 
7-hydroxy-5-methyl-8-[3-({methyi[2^(methylari^ 
15 [l^,4]tria2x>lo[4,3-a]quinolm-l(2H)-one; 

7- hydn>xy-8-[3-({[3-(lH-imidazol-l-yl)propyl]atnino}methyl^ 
methyl[ly2,4]tiiazolo[43-a]qiiinoliii-l(2H)-one; 

8- [3-({[3-(dimetiiylamino)propyl]ammo}meth)d)phenyl]-7-h^ ./ 
methyl[ 1 A4]triazolo[43-a]qiimolm- 1 (2 

20 7-hydroxy-5-methyl-8-(3-{[(pyridin-4-ylinethyl)ai^ 

a]quinolin-l(2H)-one; ' . 

4- amino-8-[4-(hydroxymethyl)phen)d] [1 ^,4]triazolo[^^ 
7-hydroxy-5-methyl-8-(3-{[(3-morpholin-4-ylpropyl)ammo]metliyl}p^ 
[l,2,4]triazolo[4,3-a]quinolin-l(2H)-one; ' 

25 8-(3-{[(3-clilorobeii2yl)amino]methyl}phenyl)-7-hydroxy-5^^ 
[4,3-a]q\miolin- 1 (2H)-one; 

5- [3-({[2-(4-beiizylpipera2in-l-yl)etliyl]aniino}methyl)^ [i^,4]triazolo[4,3- 
.a]qiimolin-l(2H)-one; ' " 

5-^{2-hydroxy-6-[(4-pyridin-2-ylpq>CTa2m-l-yl)mefli^ ; 
30 [4,3-a]quinolm-l(2H>one; 

5-[2-({[2-(4-benzylpipeiazm-l-yl)^yl]aiiiino}me&^ [lA4]tiiazolo[43- 
a]quinolin-l(2H)-one; 

4-amino-8-Men-2-)d[l A4]triazolo[4,3-a]quinolin-l (2H)^ 
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4- aminp-8-[3-(hydroxymethyl)phenyl][U.4]tria2olo[4,3-a]quino]to^ 

6- [3-(ammomethyl)phenyl][U,4]triazolo[43-a]qumoIin-l(2H)-one; 

5- (hydroxymethyl).8.[3-(hydix)xymethyl)phenyl].7.methoxy[lA4]tri^^ 
l(2H)-one; 

8-(3-aiimophenyl)-5-(tydroxymethyl)-7-inethpx 
[4,3-a]quinolin-l(2I^ne; 

7- hydioxy-5-(hydiDxymeth3d)-8-[2-<hydn)X3mie^^^ 
[4,3-a]qumolin-l(2B5-one; . 

7- hydioxy-5-(hydroxymethyl)-8.[3<hydn>xymethyl)phcnyl][l^ • - 
[4,3-a]qumolin-l(2H)-one; 

8- (3-aminopheny])-7-hydroxy-5H(hydroxyii^ethyl)[U^^^ 
[4^-a]qumolin-l(2H)-one; 

643-[(cyclohexylaniino)methyl]phenyl}[l A4]triazolo[^^^^^^ 

6- {3-[(cyclopentylamino)methyl]phenyl}[U,4]tria2olo[43-a] 
6-(3-{[(tetrahydrofuran-2-ylmethyl)amino]methyl}plim^^^ 
[4,3-a]qumolin-l(2H)-one; 

6-(3-{[4-(hydroxymethyl)piperidin-l-yl]methyl}phenyl)[lA4] 
[4,3-a]quiiiolin-l(2H)-one; 

4- (hydroxymetiiyl)-8-pyridm-4-yl[U,4]triazblo[4,3-a]qumoli^^^^^ 

8-(3-furyl>5-melhyl[l,2,4]triazolo[43-a]quinolm-l(2H)-one; 

6-{3-[(isobutylamino)methyl]phenyl}[lA4]triazolo[4^^^ : 

6-(3-{[4-(2-hydtoxyethyI)-l,4-diazepan-l-yl]methyl}phenylXl^^^ 
[4,3-a]qumolin-l (2H>one; 

8K2-aininophenyl)-7-hydroxy-5-(hydroxymethyl)[l,2^]tria^^^ 
6-(4-hydroxy-3-{[(tetrahydiofuran-2-ylmethyl)an^ 
[i,2,4]tria2olo[4,3-a]quinolin-l(2H)-one; / 

6- .{4-hydioxy-3-[(isobutylainmo)metfayl]phenyl}[lA4]tri 

.4-(liydroxymethyl)-8-thien-2-yl[U,4]Mazolo[^^^ ■ • ■ . ... 

5^?iydroxymethyl>8-tWen-2.yl[i;2.43tria2olo[4^-a]qam . 

5- (hydroxyme<hyl>^-tliieD-3.3^[lA4]triazolo[4.3-a]qumoli^ 

7- mettioxy.5-melhy|.8-tliien-3-yl[lA4]triazolo[4,3-aiqim 
7-hydn>xy-5-methyI-8-tlrien-3-yitlA4]tnazolo[4>a]qumoli^ 
5-amiiu>-7-hydrDxy-8-lMen.3-yl[lA4]triaM 
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N-[3-(5-methyl-lK)xo-l^-dihydn)[lA4]triazolo[4,3-a]qumolin-8- 
yl)phenyl]methanesulfonamide; 

5-ainino-8-{lH-pyiTolr2-yl)[l^,4]triazoloI4>a]quinolin-l(2H)^ 

5-(hydroxymethyl>8<lH-pyirol-2-yl)[l^,4]triazolo[4,3-a]qumolm-l(2I^ 

5-methyl-8-(lH-pyrazol-4-yl)[lA4]triazplo[43-a]quinolm-^^ 

5-ammo-8-(lH-pyra2»l-4-yl)[l;2,4]tria2»lp[43-a]qui^ 

5-aniino-8-(3-ftiryl)[l^,4]triazolo[4,3-a]q\imolin-i(2H)-one; 

5-methyl-8-(4-methyitIiien-2-yl)[l,2,4]triaz6lo[4,3-a]quinolm^ 

8-[5-(hydroxymethyl)thien-2-yi]-5-methyl[l,2,4]tria2X)l^ 

8-[5-(l-hydroxyethyl)tWen-2-yl]^5-methyl[l^,4]triazolo[43-a]qumolm-l(2H^ 
Tert-butyl4-{[(l-Qxo.8-tWen-3-yl-l^-dihydro[lA4]tria2mlb 
yl)ainino]methyl}piperidme-l-caiboxylate; 
8-bromo-5-(liydioxymethyl)[lA4]triazolo[43-a]qTm 

7-methoxy-8-[4-methoxy-3-({[(l-melhyl-lH-pyiTol-2-yl)methyl]amm6}mefliyl)^ 
methyl[ 1 ^,4]triaz»lo[43-aiquinoliii-l(2H)-one; 

7- methoxy-8-(4-me&oxy-3-{[(pyridin-4-ylmethyl)ammo]methyl}phenyl>^ . . 
methyl[lA4]triazolo[43-a]quinolin-.l(2H)-one; 

8- <3-{[4-(2-hydroxyetiiyl)piperidm-l-yl]me%l}-4-metlioxypheiiyl>7-m^ 
mefliyl[i;2,4]tria2»lo[4>a]qumoIm-l(2H)-one; 

7- melhoxy-8-(4-methoxy-3-{[(2-pyridm-2-ylethyl)amjno]methyl}phenyl^^ 
metliyl[lA4]triazolo[43-a]qumolin-l(2H)-one; 

8- (3-{[4-(hydroxymethyl)piperidin^l-yl]methyl}-4-methoxyphenyl)-7-m 
methyl[l,2,4]triazolo[4,3-a]qumolm-l(2H)-one; 
7-melhoxy-8<4-me11ioxyO-{[(2-methoxyethyl)animo]methyl}phe^^^ 
mefliyl[1.2,4]triazol6[4,3-a]quinolin-l(2H)-one; 

7- methoxy-8-(3-{[(2-methoxyethyl)amin6]methyl}phenyl>5-me&yl[i;^^^ 
a]qiimolin-l(2H)-one; 

8- {3-[(cyelopentylajiuno)methyl]-4-meUioxyphenyl}i7-me^^ 
a](pimolin- 1 (2H)-one; 

8-(3-{[(4-fliK)rob«izyI)animo]methyl}-4^methoxypheayi)-7-meflioxy-5- 
metiiyl[l^,4]tnazolo[43-a]qumoIin-l(2H) -one; 
8-{3-[(cyclobutylanmo)metliyl]-4-methoxyphen^ 
a]q;uinolin-l (2H)-one; 



wo 2004/081008 



PCT/S£2004i;0003Sl 



-158- • 

8-{3-[(cyclohexylammo)me%l]-4-methoxyphenyl}-7-methoxy^^^^^ 
a]qumolin-l(2H)-one; ' 

8-{3-[(cyclopentylammo)me%l]phenyl}-7-methpxy-5-methyl[I^^^^ 
l(2H)-one; 

8-{3-[(cyclobutylainino)me%l]phenyl}-7-methoxy:5-m 
l(2H)-one; 

8-{3-[(cyclohexylanmo)methyl]phenyl}-7.metf^^^^ 
l(2H)-one; 

. 8-(3-{[(2-hydn>xypropyl)ainino]methyl}phenyl>7-m 
ajqumolin-l (2H)-oiie; 

8K3-{[4-(2-hydroxyeayl>l,4-diazepan-l-yl]me%I}phmyI)-7^^ 

methyin,2,4]tria2olo[4>a]quiiiolin-l(2H)-one; ' 

8-{3.[(cyclopropylanmo)methyl]phen3^}-7.xnea^^^^ 
l^H)-oiie; ' 

7-metho^-5-methyl-8-(3-{[(tetrahydrofuran-2T 

ytoethyl)ainmo]methyl}phenyl)[l,2,4]triazolo[^^^^^ ' 

7- melhoxy-5-methyl-8-(3-{[(2.pheaoxyethyl)anuno]melhyl}phe^^^^ 

• a]quinolin-l(2H)-one; ' . 

7^ethoxy.5^ethyi-8-[3-({[2-(2-thienyl)efJiyl]anii^^ 
a]quiiiolin-l(2H)-one; 

8- {3-t(cycIopropylaiiuno)methyl]-4-methoxypheayl}.7^^ 
a]qumoHn-i(2H>-one; 

5-methyl-8-pyridm-3-yl[lA4]tria2oIo[4,3-a]qumolin-l(2H)-one; 
7.hydioxy-8-{3-[Cisolmtylamino)meMphenyl}-5-methyl[ 

l(2H)-oiie; . 

7.hydiDxy-8-(3-{[4HC2-hydroxyethyl)piperidm-l-yl]methyl}pli^^^^^ 
mefliyin A4]triazolo[43-a]quinolin-l(2H>one; 
.7-hydroxy.5.methyl-8-X3-[(4-methylpiper^^^^^ 
a]quiiiolin-l(2H>K>ne; 

7.hydiDxy-8.(4-hydroxy-3-{[(pyridm,4.yIniethyI)ainmo]m^ 

meaiy|[lA4]tria2»lo[4^-a]qiimolm-l(2H)-one; 

8-{3.[(c3«;lqpentylammo)melhyI]phenyl) 

l(2H)-one; 
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8h(3-{[(4-fluoioben2yl)ammo]mcthyl}phenyl)-7^^ 
ajqainolm-l (2IlM)ne; 

8-[2-^ydioxymethyl)phenyl]-7-methoxy-5-me1^^^ 
, 7-me1iioxy-5Tmethyl-*-[4<moipholin-4- 
5 l(2H)-(me; 

7-mefhoxy-5-me*hyl-8-[4-(pyrroKdm-r-ylcaf^ 

llpH)-oiie; . ^ 
7>mdhoxyrS-metiiyl-8-[4-(piperidm-l^ylcai^ 

l^H>^e;'^ ^ ' : 
10 8-^oio-7-hydroxy-5-methyl[lA4]triazolo[4,3-a]q^ 
8^{3^i(cycloblxtylammo)methyl]phea^ 
l(2H)-one; 

7- hydroxy-5-me1hyl-8<3-{[(tetrahydrofiiran 
ylmethyl)amino]methyl}phenyl)[l,2,4]triazolo[4i3-^^^^ 

15 7-hydn)xy-8<3-{[4-(2-hydroxyethyl)-l,4-diazepan-l-yl]me 
methyl[ 1 ^,4]triazolo[43-a]qumolin- 1 (2H)-one; 

8- {3-[(cyclopropylai3Mno)methy5pheayl^ 
l(2H)-one; 

8- {3-[(cyclopropylaiiuno)methyl]phenyl}-7-hydr^ 
20 l(2H)-one; 

8-{3-[(cyclohexyiamino)methyl]phcnyl}^^^^ 
l(2I0-one; 

N«K:yclohexyl-4-(7-methoxy-5-methyl-I-oxo-i;2-dihy^ 
: . . iyl)benzamide; 

25 8<2-{[(4-fluorobeiizyl)aminp]methyl}phenyl)-7-methoxy-5-m 
a]quinolin-- i (2H)-one; . 

8-(2-{[(2-hydroxyethyl)amino]methyl}phenyl)-7-methoxy-5-m 
' a]quinolin-r(2H5-one;. 

8-(2-{[4-<hydroxymeth>d)piperidin-l-yl]methyl}ph^^ 
30 methyl[l^,4]txia2olo[43-^]quinolm-l(2H)-o . 
8-(2-{ [4-0iydroxymeth5d)piperidin-l-yl]methyl}ph^ 
methjd[l^,4]triazolo[4^-^]qiiinolin-l(2H)-one; . 
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7- bromo-N-(4-methoxybeii2yl>l-oxo-i;2-dBhydrp[l A4]tiiaTO ! 
carboxamide; . 

8- (benzylammo)-5-melii3d[i;2,4]tria2plo[4>a 
N^-dimethyl-4^(5-meAyl-l-oxo-l^-<iihydro[lA4]triazolo[4^ 
5-methyi-8-[4-0>ynblidm-l-ylcarbonyl)phenyl][lA4]tri^^^ 
5-methyl-8-[4-(piperidm-l-ylcarbonyl)phenylj[l^,4]triazol6[^^ 
[4-(5-methyl-lK)xo-l^-dmydio[l,2.4]triazoio[43-a]q[innolin-^^^^ 

8-[3-(hydrox3«neaiyl)phOTyl]-l-oxo-l;2-rdihydro(lA4]tria2olo[^^^ 

acid;' ' ■■ - ----- - - • - > — . •• 

3-(5-me4yI-l-oxo-l^Hdmydio[lA4]tiia2plo[43-a]quinolm-^ 

5- methyl-8-[4-(moipholiii-4-)dcMbonyl)phenyq . 

8-[2-(hydroxymeth3d)phenyl]-l-oxo-N-piperidin-4-yl-l^-dihydio[l A4^ 
aJquinoline-S-caiboxamide; 

7-[3-(hydroxymethyl)phenyl]-l-oxo-Nrpiperidin-4-yl-i;j-^ 
. a]quinoline-5-carboxanude; . . 

[3-(7-metJioxy-5-methyl-lH)xo-.i;2-dihydro[lA4]triazolo[4,3-a] 
yl)phenyl]acetonitrile; 

N-(2-cyanoethyl)-3-(7-methoxy-5-methyl-l-oxo-l^-dmydro[lA4]triazoto^^ 

yl)be]izamide; . 

6- cUpro[l^,4]triazolo[43-a]quinolm-l(2H)-one; 

7- liydroxy-5-me*hylr8r[4-(pq>eridin-l-ylca^^ . 
l(2H>6ne; . 

N-cyclohexyl-4-(7-hydroxy-5-niethyl-l-oxo^l^T<Mhydro 
yl)beDzamide; .... 

6-[4-(hydroxymethyl)phenyl][l,2,4]MazolD[4,3-a]quinoUn^ 

6- [3-(hydroxymethyl)phenyl]tl,2,4]triazolo[4,3-a]quinolin-l(2H)r^ 
6<3-ammophenyl)[l,2,4]triazolo[4,3-a]quinolin-l(^H)-one; 

7- methoxy-4-{[(pyridm-4-ylmethyl)ammo]methyl}[i^,4]triazolo[43-^^ 
5-amm(>-8-pyridin-4-yUlA4]triaz6lo[43-a]qumoW-l(2H)Tone; : . 
3<5-methyl-l-oxo-l^-<ffliydro[lA4]triazolo[43-a]qumolm-8-yl)b 
2<5-me1hyl-l-oxo-l^-daydro[lA4]tria2olo[43-a]quinolin-8-yI)beiizan^ 
8HdJorD-7-(3-chloropropoxy>5-m^)4[U,4]triazolo[43-a]qimblm-^ 
8Kadoro-7<2-methpxyethoxy>5-methyi[lA4]triazolo[4>^ 
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8-[3-0iydroxymethyl)phenyl]-7-(2-metfaox 
l(2IQ-one; 

7-(3-aminc5>rop6xy)-8-[3-<hydroxymethy^ 

5 7H(3-animopropoxy)-8-[2-(hydn>xymetfayl)pheny^^ . 
l<2H)-one; 

7- hydTOxy-8-(2-hydioxyphenyl)-5-methyl[l^^^ 

8- br6mo-4-(hydrox3mietliyl)[lA4]tri : 
5-methyl-8-(2-tbienyl)[l,2,4]txia^ ... ^ 

10 N^-dimethyl-3-(5-methyl-lK>xo-i;2-dihydro[l^,4^ . 

5- {4-[(cyclopentylamino)metiiyl]phenyl} [ 1 A4]t^^ 

5-(4-{[(tetrahydrofuran-2-ylmethyl)ainino]meth^ 

l^HTHme; . . 

5<4-{[(2-hydroxypropyl)ammo]meth>d}phenyl)[I^^^^^ 
15 tert-birtyl4-{[4-(l-oxo-l,2-dihydro[l,2,4]triaTO 

yl)beiizyl]ammo}piperidine-l-caiboxylate; 

7- hydroxy-8-(2-{[(2-hydK)xypiopyl)anam 
a]quitiolin- 1 (2H)-one; 

8- (2-{ [(4-fihiorobeiizyl)ainino]methyl}phen^ 
20 a]quinolin-l(2H)-one; 

7- hydroxy-^-(2-{[4-0iydn>xymethyl)pipendin-l^^^^ 
methyl[ 1 ^,4]triazolo[43-a]qumolin- 1 (2H)-one; 
4-(hydroxymethyl)-8-methoxy[ 1 ,2,4] triazolo[4,3-a]qtiinol^^ 

8- {2-[(cyclopentylamino)metliyl]phenyl}-7^in^ 
25 l(2H)-one; 

4-t(cyclobutyIainino)metiiyl]-7-hydroxy[l,2,4]txiazo ; 

7- hydroxy-5-metliyl-8-phenyI[l,2,4]tiiazolo[4,3-a]quiiiolin^ 

8- (4-cWorophenyl)-7^hydroxy-5-methyl[ 1 ,2,4]triazolo[4,3-^^ 
4-{[(4-fluorobtsnzyl)iammo]methyi}-7-hydro 

30 8-[4^diinethylamiiu>)phCTiyl]-7-h^ 

8-(3-aminophenyl)-7-hydroxy-5-methyl[l A4]triazolo[43-a]c^ 
8-(2-aminophenyl>-7-methoxy-5-mefliyi[ 1 ^4]triazbIo[4,3-a]quinoliii-l (2H><)ne; 
7-hydioxy-8<2-meAoxypyridin-4-3d>5-mefliyl[l^,4]tf 



wo 2004/081008 PCT/SE2004/000351 

. - 162 - ' - 

5-(3-aimnopn)poxy)[l,2,4]triazolo[4,3-a]quinolm-l(2H)-one; 
8-[2-(hydroxymethyl)-4^methoxjT)henyl]-5-methyl[li2,4]tria2»lo[4^^ 
8-(2-aminophenyl)-7-hydroxy-5-methyl[lA4]triazoloi4,3^]qumo - 
8-{2-[(cyclopentylamino)methyI]pheaiyl}-7-liydioxy-5-^ 
5 l(2H)-one; ' , ~ 

7^hydix)xy-^-(3-hydroxyphenyl)-5-mefliyl[l^,4]triazoIo(43-a]q^ 
7-hydroxy-5-methyl-8-[3-<{metib.yl[2- 
(methylaniino)ethyliamino}methyl)ph©Qyl][i^,4]triazoto^^^ 
7-hydroxy-8-[3-({[3-(lH-iimdazol-l-yl)propyl]aniino}methyl)phenyl>^^ • 
10 mefliyl[lA43triazolo[4,3-a]qumolm-l(2H)-ohe; 

7- hydroxy-5-methyl-8^3-{[0pyridm-4-ylmethyl)ainm 
a]qumolin-l(2K^ne; 

4- anunc)-8-[4-(hydroxymethyl)phenyl][U,4]triazolo[^^^^^ 

8- hydroxy-4-(Kydroxymethyl)[lA4]tria2olo[4>a]qiiinolm-l(2H)^^ 

15 2K5-amino-l-6xo-l^-<iaydK)[l^,4]triazoio[4,3-^]qumolm-8-yl)^^ : : 

7- hydroxy-5-methyl-8-(3-{[(3-moipholm-4- 
ylpropypamm6]methyl}pfienyl)[l^,4]triazolo[4^-a]quinolm-l(^ 

8- (3-{[(3-chlorobenzyl)amino]methjd}phen5d>7-hydroxy-5-mefliyl[l 
a]quino]m-l(2H)-one; 

20 5-[3<{[2-(4-beiizylpipeiazm-l.yl)ethyl]aimno}methyl)-4-hydroxyphen^^ 
a]qiiinolin-l (2H>-one; 

5- {2-hydroxy-^-[(4-pyridm-2-ylpipera2m-l-yI)metliyl]plienyl}[l^^^^^ 

l(2H)-one; - • . . 

ethyl 8-cMor6-7-methoxy-l<>xo-l^-dihydrp[lA4]tnazolo[4,3-a]qu^^ 
25 2-(5-hy<iroxy-l-oxo-U-dihydrp[l,2,4]triazolo[4,3-a]qumolin-8-yl)^^ 
5-[2<{[2-(4-benzylpiperazin-l-yl)ethyl]amino}methyl)-6-hy^ 

a]qumolin-l(2ir)-oine; = " . . " 

4- ammo-8-(2-thienyl)[l^,4]triazolo[4>a]qumolm^^^ 

8rddonH7rhydroxy-5-<tydioxymethyi)[l^,4]tri^ 

\0 5.(hydroxymethyI>8-[2-<hydroxymeth3d)pheayl]-7-me^ 
l(2H)-one; 

5- aiiifaio-8<4-methoxyphe!nyi)[i;2,4]triazolo[43-a]quii^ 
5-melhyl-«<lH-pyiTol-2-yi)[l^,4]triazolo[4,3-a]quinD 
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6-[4-(amiaometh3d)phenyl][lA4]triazolo[43-a]qiimoli^^ 
N-[2-(l-oxo-l^-dihydro(1^^4]tria2olo[4,3-a]qumolm-6-yl^^^ 
6-[2-(hydroxymefliyl)phenyl][lA4]triazolo[43-a]qamoM-l(2H)-^ 
4-^nuno-8-[3;(tydroxymethyl)phen>d][lA4]tria2qlo[4^^^ 

4- amino-8-{2-fur^)[iA4]triazolo[43-«]quinolm-l(2H)-<m 

6- [3-(aniinpmeliiyl)pheaiyl][i;2,4]tria2xao[43-a]qi^ 

5- (hydroxyine%l>8-p-0iydroxymethyl)pli^yl]-7-ineth 
l(2H)-one; 

8-(3-aininophenyl)-5-(hy<hx>xymethy0-7-methbxy[i;2,4]triai^ 

7- hydK>x^y-5-(hydroxymethyl>-8-[2-Khydioxymefl^^ 
l(2H)-<)ne; ■ 

7- hydioxy-5-(hydroxymethyl>8-[3-(hydroxymethyl)phenyl][i 
l(2K0-one; 

8- (3-aininophenyl)-7-hydroxy-5-(hydroxyme%l)[l^,4]triazolb[4,3-a]quW 

6- {3-[(cyclohexylamino)methyl]-4rmethox3^henyl}[l^,4]t^^ 
6-(4-methoxy-3-{[(tetrahydrofuran-2T3toethyl)aL^^ 
a]quinolui-l(2H)-one; 

6-{3-[(cyclohexyfamino)methyl]phenyl}[lA4]tiia2olo[43-a]qijiiu>to^ 
643-[(cyclopentylammo)me1hyl]phenyl)[l A4]tria2olo[4,3-'a]quiTO • 
6-(3-{[(tetrahydrofuran-2-ylmefliyl)ainmb]methyl}phOT^^ 
l(2H)-pne; 

6-(3-{[4-0iydroxymethyl)piperidin-l^yl]methyl}-4-metlioxyphenj4)[l 
a]quinolin-l(2H)-one; 

6-(3-{[4-{hydroxymethyl)piperidUn-:i-yl]mel]iyl}phenyl)[l^^^ 

one; . . ; ■ ■ . .; " ■ y. '■ • .' • 

6-(3-hydroxyphenyl)[l^,4]triazolo[4^-a]quinolin-l(2H)-one; 

4-(hydroxymethyl)-8-pyridin-4-yl[l,2,4]tria2olo[4,3-a]quinolin-l(2H)-ori^^^ 

4-methyl-N-[l-Gxo-8-(2-tUenyl)-li2-dihydro[lA4]triawlo[^^^^ . ' 

yl]beiizeiiesulfoiiamide; 

6-{3-[0sobut3daniino)metiiyl]-4-me1hoxyphmyl}[l^,4]triaM 

6-(3-{[4-(2-hydroxyethyi)-l,4-diazepan-l-yqmelhyl}-4-melhoxypben^)[ 
a]quinoHn-l^H)-oiie; 

6-{3-((isobuQrlammo)methyl]phenyl}[lA4]toia2»lo[43-a]qu^ 
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6<3-{[4<2-hydroxyethyl)-l,4-di.azepan-l-yl]meaiyl}pheayl)tl,2^^^ 
l(2H)-one; . . 

8-(2-aminophenyl>7-hydroxy-5-(hydroxymethyl)[l A4]triazol6[43 
6-(4-hydroxy-3-{[(tetrahydrofiiran-2-ylinelhyi)amino]n^ 
alquinolin- 1 (2H)-one; 

6-{4-hydrDxy-3-[(isobutylammo)methyl]phenyl} [1 A4]triazolo[4>a]qumolm-l(2H)^ne; 
6-(4-hydroxyO-{[4-(hydiDxymelIiyi)piperidii-l-yl]in^ 

a]q[uinolin-l(2H)-one; 

4- (hydrDxyme1hyl>8-(2-thienyl)[lA43triazolo[4>a]qumo ' ' ^ 

6- (4-hydroxy-3-{[4-(2-hydioxyethyi>l,4^diazq)an-l-yl]ni^ 
a]qumolin-l(2H)-one; 

5^amino-8-(3-thienyl)[l^,4]triazolo[4,3-aiqumolin-l^ 

5- ammo-8-cMoro-7-hydroxy[l,2,4]triisolo[4>a]qumoIin-l(2H)-one; 

7- methoxy-5-methyl.8-(3-thienyl)[lA4]triazolo[43-a]quinolm-l(2H^ 

7- hydroxy-5-methyl-8-(3-tWenyl)[l^,4]triazolo[4,3-a]qumolm^ 
5-ammo-7-hydroxy-8-(3-tUenyl)[i;2,4]tria2olo[43-a]qumolm-l(2H)^ 
N-[2K5-methyl-l-oxo-l^-dihydro[l,2,4]triazplo[4^-a]quinoKii-8- 
yl)plietiyl]methaiiesulfonamide; * 

8- (lH-indoI-3-yl)-5-methyI[I^,4]tria2»lo[4,3-a]qumolin-i(2H)-one; 
N-[3-(5-methyI-l-oxo-l>dihydro[lA4]triazolo[4,3-a]quinolm-^^ 
yl)phenyl]metlianesulfonanude; 

5-ainino-8<lH-pyirol-2-yl)[i;2,4]triazolo[4,3-a]quinolin-l(2H)Tone; 
5-(hydroxymethyl)-8-(lH-pyirol-r2-yl)[l^,4]triazolo[4,3-a]quinolm-l(2H)^^ 
5-methyl-8-(lH-pjTazoI-4-yl)[l^,4]triazolo[43-a]qiiinolm-l(2H>K)^^^ \v--^: 
5-amino-8<lH-pyrazol-4-yl)[l,2^4]triazolo[43-a]qumolin.-l(2H)-one; 
5-amino-8-(3-fviryl)[i;2,4]triazolo[4,3-a]qum 

5-methyI-8-(4-methyl-2-thienyD[l,2,4]triazoro[4,3-a]qijm61in-l(2H)-OM 

8<3-fuTyl>5-(hydroxymethyl)[ 1 ^,4]triazolo[43-a]quinoIin- 1 (2H)-one; 

8-[5-<lydroxymethyi>2-thienyl]-5-methyi[lA4]triazolo[4,3-^^ 

8-[5-(l-hydroxyethyl>2-thienyl]-5-metfayi[lA4]tria2oIo[43-a]qainol^^ 

5K5-imethyl-l-oxo-U^ydro[lA4]triazoloI4,3-a]quiiw 
acid; 
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tert-butyl 4-({[l-oxo^8-(3-tMrayl)-l^-dihydro[lA4]triaz»lo[43-a]quinolm^^ 

yI]aniino}metfayl)piperidiixe-l-ciaiboxylat6; 

5-amino-8-[5-(l-hydroxyeti»yl),2-tIuenyl][lA4]tria2»lo[43-a]qu^ 

8T(lH-iimdazol-4-yp-5rmediyl[l^i4]1ikwlo[43-a]qiiino]i^ 

5-<liydroxymetiiyl>8-(lH-pyra2»l-4-yl)[lA4]tnaz6 

8-bromo-5-[(dimelhylamino)mediyQ[lA4]triazblb[4,3-a]qufa 

8K2-furyl>5-(hydroxymetIiyl)[lA4]triazoto[4^-a]quinol^^ 

5-methyl-8-(l,3^tliiazol-2-yI)[lA4]triazolo[4,3-a]qranolm^ - 

5-[(dime1hylaiinmo)mefliyl]-8-<lH-pynol-2-yl)[lA4]h^ 

5-methyl-8-pyrazm-2-yl[lA4]tria2olo[4,3-a]quinoliiirl(2H)-dTC 

5-(hydioxymethyl>8-pyridin-4-yl[lA4]triazolo[43-a]<piino^^^ 

(5-mefliyl-l-oxo-l>dmydn)[lA4]Mazolo[4,3-a]«5nimoHn-8-yl)b^ 

^2-fuiyl>5-phenyl[l^,4]triazolo[4,3-a]quiiiolm-l(2H).one; 

5-phenyl-8<lH-pym)l-2-yl)[lA4]tria2olo[43-a]qiimolm-l(2H)-o 

8-(3-furyl)-5-(morpholin-4-ylmethy^[lA4]triazol6[^^^ 

tert-butyl [2-({[l-oxo-8-(lH-pym)l-2-yl>l^-dihydro[l A4]tria2»lo[43-a]qHmol^^^ 
yl]methyl}amino)efliyl]caAainate; 

5-{[(2-ainiiioethyl)ainino]methyi}-8-(lH-pyrrol-2-3d)[lA4]^^ 

onie; 

N-(2-aminoethyl)-8-bromo-l-oxc>-l,2-dmydr6[lA4]triazolo[43-a]quiM 
8-P-fur5d>l-oxo-l ,2-dihydio[l A4]triazolo[4,3-a]qiiinolm 
8-[3-<ainmomethyi)phenyl]-5-phenyl[l^,4]triazolo[4,3-a]q[iiinoiiii^ 
N-[2-<dimethylamino)e%l]-8-(3-ftuyl>l.oxo-l,2-dihydro[i;^ 
carboxamide; 

5-methyl-8-[4-(2-morpholin-4-ylethoxy)phenyl][i;2,4]triazolb[4,3-^^ 

8-{4^[2-(<Bethylamino)ethoxy]phenyl}-5-meihyl[l,2,4]triazolo[4i3-a]qum 

8-[3-(dimethylamino)prop- 1 -yn- 1 -yl]-5-methyI[ 1 ^,4]triazGlo[4,3-a]quin6lin- 1 ^ 

7-piperaziiirl-yl-5-(2-tkenyl)[li2,4]triaz61o[4,3-a]quinoM-l(2H)^ 

5-methyl-8-[3-(methylammo)prop-l-yn-l-yl][l^,4]triazolo[4^-a]qumolm^ 

5-mediyl-8-[4-(morpholin-4-3dmeth3i)phenyl]^ 

N-[2-<dimeai3iaimno)eai^ 

aJqumoline-S-caiboxamide; 
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N-[2-(<limefliylaDuno)ethyl]-lK>xo-8-(3-tMtoyl>l>^^ 

carboxamide; - • 

5-{[(3ig-pip>eridin-3-ylamino]melhyl}r8-(lH-pyrtol-2-yl)^ 
l(2H)-cax6; 

5-niethyl-8-{4-[(4-metliy^ipera2in-l-yl)melJiyl]phenyl} 

one; ' • , ' • 

tert-butyl(3S)-3T({[l-oxo-8-(3-1hienyl)-i;2^ydio[lA4]teiazoto^^^^ 
yl3caibonyl}animo^iperidine-l-cail>oxylate; 

5-mefliyl-8r{4-[(methylainmo)mefliyl]phen3^}[l^,4]triazolo ' 

8-(3,3-die1hoxyprop-l-yn-I-yl)-5-methyl[lA4]triazolo[4^-a]qim 

5-methyi-8-[5-(moipholin-4-ytoethyl>3-thienyl][lA4]t^^ 

tert-butyl4-[4-(5-methyl-l-ox<>-l,2-dffiyd!»[lA4]triazpIo[4,3ra]qi^ 

yl)ben2yH)ipeiazme-l-caiboxylate; 

5-methyl-8-{5-[(methylamino)me&yl]-3-thienyl} [1 A4]triazolo[4,3 

5-methyl-8-{5-[(4-methylpip€argaan-l-yI)melliyl^^^^ 

l(2H)-one; 

tert-butyl4^{[4-(5-methyl-l-K>xo-i;j-<iihydro[lA4]triazolo[43-a]q^ 
thienyr|mefliyl}pipera2ine-l-caiboxylate; 

5-mefliyl-8-(4-^iperazin-l-yimethyl)phenyl][lA4]triazolo[4,3-a]ciumoI^^ 

l-oxo-N-[(3S>piperidm-3-yil-8-(3rthienyl>i;2-dihydrotlA4]tria2»lo[43^^ 
carboxamide; 

tert-butyl(3S>3-{{[l-oxo-8r(lH-pyiTol-2-yl>l,2^ydio[lA4]triazolo[43-a]qi^ 
yl]carbonyl} ainino)piperidine- 1 -carboxylate; 
.^.5-methyI-8-[5-(piperazin-l-ylmethyl>3-thienyl][l^,^^^ 

N-(2-aniinoethyl)klHjxo-8-(3-tldenyl)-l,2-dihydro[l,2,4]tri^ 
caiboxamide; 

l-oxo-N-[(3S)-piperidin-3-yl]-8-(lH-pym)I-2-yl>l^Kiihydro[lA4]M^ 
S-caiboJxamide; • . - . 

5-metiy^8-(lH-pyiTOl-3-yl)[lA4]triazolo[43-a]qumol^^ 
5-methyl-^:-(3-thienylethynyl)[l^,4]triazolo[43-a]{iumolm^ • 
8-[H{[3<diineth)dainino)propyl]aiiiino}methyl>3-M 
a]qmnolm-l(2K^ne; 

5-methyl-8-{5-[(melhyiambio)methyl]-2-tMenyl}[lA4]tri^ 
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5-(hydTOxymelhyl>8.[5-(moipholm-4-ylmethyl>3-lhienyl][lA^^ 
l(2H)-one; . • 

5-(hydroxyme&yl>8-{5-I(meaiylainmo)methyl]-3-tiiienyl}[l A4]^^ 
l(2H)-one; 

5 5-(hydbx>xymefliyl>8-{5-[(4-inethylpiperazm-l-yl)me^ 
a]quinolin-l(2I0-one; 

8-{5-[(<Umethyl«mmo)methyl]-3-tWenyl}-^5"-(hyd^ 
l(m)-one; 

5-(iydroxymeth:d)-8-[5-ft)ipeiazm-l-ylmelhyl^^ 
10 l(2H>-one; 

N-[2-(melhylaniiiu))eaiyl]-l-ox<>-8-<3-lWenyl>l^sJihyd^^ 

caiboxamide; 

N-[2-(me&ylamino)efllyi]^l-oxo-8-(lH-pylTol-2-yl>l;^dihy<to 
a]quinoline-5-caiboxamide; 

15 8-broma-5-{[(2-methoxyethyl)(methyl)amino]me%l}[lA4]tri^ 
one; 

N-[2-(dimethylaniino)ethyl]-8-{5-[(4-methylpq>era2m^l-yl)^^ 

dihydro[l^,4]tria2olo[43-a]qumolme-5-caiboxamide; 

8-brbmo-5-{[2-(dimethylamino)ethoxy]methyl}[l^,4]tria2olo[4i3-a]qumo 

20 N-(2-morpholm-4-yletJiyl>l-oxo-8-(3-Meiiyl>l^^ydro[lA4]triazolo[4,3-a]quinol^ 
carboxamide; 

5-[(4-mefliylpiperazm-l-yl)mcthyl]-8-(3-lJuenyl)[lA4]triazolo[4^-a]q^ 
8-[5-({[3-(dimethylamino)propyl]ainmo}methyl)-3-thienyl]-5- 
_ (hydrox)methyl)[l,2,4]triazoloi4,3-a]quinolin-l(2H)-one; . ' . 

25 . 5-amino-8-{5-[(methyIainino)methyl]4-tMenyl}[l^,4]t^^ 

5-(hydroxyme&yl)-8-[5-(moipholm-4-ylmethyl)-2-tMenyl][l^,4]tri^ 
l(2H>one; 

5-(hydioxymelhyl)-8-{5-[(metKylammo)methylJ-2-ti^^ 
l(2K0-one; 

30 5-(hydioxymethyI>8-{5-[(4-metliylp^razin-l-yl)me^ 

a]qiiuiolm-l(2IQ-oiie; • . . 

8-{5-((dimeUiylamiiu>)melhyl]-2-tirienyl}-5-(hydroxymethyl)U 
l(2H)-one; 
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5-[(3-hydroxypyiToUdm-l-yl)methyl]-8-(3-1hienyl)[U.4]triaTO 

5-ammo-8-{5-[(4-methylpiperazm-l-3d)inetfayl]-3-thieayl}[l A4]t^^ 

l(2H)Tone; . .. . 

5-(hydroxymetiiyI>8-[5-(piperazm-l-ylme%l).2-thienyg[lA4^ 
5 l(2H)-one; . ■. 

5-(morpholm-4-ylme%l>8-(3-aiienyl)tl A4]triazolo[4,3-a]qumolm-l(2H^ . 

5r{[(2-methoxyetiiyl)(methy])amino]meffiyl}-8-(3-thieny^ 

l(2H)-one; 

l-oxo-N-(2-pip€ii^-l-yleihyl>8-(3-tUenyl>l^-dihydTO[lA4]ti^ 
10 carboxamide; 

5-{[(2-moipholm-4-jdethyl)anuno]methyl}-8-(3-fliienyl)[lA4]^^ 
one; 

5-[(dimethylamino)metiiyl]-8-(3-thienyl)[l^,4]triazolo[4,3-a]quin 
N-[2-(dimethylamino)ethyl]-8-{4-[(4-methylpiperazm-l-yl)methyl]phm^^ 
15 dihydro(i;2,4]Maz»lo[43-a]qum6line-5-caiboxaimde; . 
[l-oxo-8-(3-thienyl>l^-daydro[lA4]tiia25olo[4^-a]quinolm-^^^ 
5-{[2-(hydroxymethji)moipholin-4-yl]methyl}-8-(lH-pym)l-2-^^^ 
a]qumolin-l(2H)-one; . 

5-[(4-methylpipeTa2m-l-yl)metliyl]-8-(lH-pyiTOl-2-yl)[lA^^ 
20 one; 

5-{[2-<liydioxymethyl)moipholin-4-yl]methyl>-8-(3-tMenyl)[l^^]triaTO^ 
l(2H)-one; 

5-{[4-(24ydroxyethyl)piperazin-l-;yl]methyl}-8-(3-lWenyl)[l^^^^ 

_ _J(2H)-one; " . . . 

25; N'.N^-<limethyi-N^[l-oxo-8T(3-thienyl)-i;2-dihydro[lA^^^ 
alaninamide; 

5-{t(3R)-3-hydroxypyiroiUdin-i-yl]methyl}-8-(3-thienyl)[l,2,4]triazolo[43-a]qum^ 
one; 

5-{[(3R)-3-hydipxypyiroUdin-l-yl]methyl}-8-<3-thieny0[lA4]triazdlo[^^^ 
30 one; 

5-{[(23-dihydn)xypiopy0(methyl)ainino]methyi}-8-<3-tMeny0[lA4]tri^ 
I(2IIhane; 
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5-({methyl[2<methylaiDino)ethyl]ainm 

l(2H)-one; . . 

5-{[(3-metfaoxypropyl)ammo]methyl}.8-(3-thien^^ 
5-{[(2-hydroxyethyQ(xnethyl)ainmo]meA^^ 
5 l(2H>one; . ^ 

5-{[(3-hydroxypn)pyl)amino]methyl}-^^ 
N-[2-(dimethylamiQo)ethyl]-8-{5-[(me&ylai]^ 
dihydro[l^,4]triazolo[43-a]quiaolme-5-cai^ 
N-[2-(dimethylamino)e%l].8-[3-(dimet^ 
10 dihydn)[lA4]triazolo[43-a]quinoline-^^ 
5-{[[3-(dimethylamino)propyl](me(hyl)ainm 
a]quinolin-l (2H)-one; 

5-({ [3-<dimethylamino)propyl]ainino}meti^^^ 
l(2H>one; 

15 N-[2Kdimethylamino)ethyl]-l-oxo-8-[4-(piperaz^ 

dihydro[l^,4]triazolo[4,3-a]quinolme-5-caiboxamide; 

5-(ammomethyl)-8-(lH-pyn:ol-2-yl)[l,2,4]tria^ 

[l-<)xo-8-(3-tMenyl>l^-dihydro[lA4]triara^ 

methylglycinate; ' ^ 

20 5-{[(3-methoxypiopyl)amino]methyl}-8-{5-[(methylammo^^ 

thienyl}[lA4]triazoio[43"a]qumolin-l(^ 

5-{[(2-hydn>xyethyl)(methyl)amirioimetHyl}-8-{5-[(^^ 
. thienyl}[l,2,4]triazolo[43-a]qumolin-l(2H)-one; 

5-{[4H[2-hydroxyethyl)pipera2m 
25. a]quinolin-l(2H)-one; 

5-{[(2,3-dihydroxypTopyl)(methyl)amm63inethyl}-8-{5-[^^ 

thienyl} [ 1 ,2,4]triazoloi4,3-a]qumolin- 1 (2H)--one; 

'5-{[(3R)-3-hydro3qTpyin)lidm-l-yl]cait)oay 

l(2H)-one; 

30 l-oxo-8-(3-tMen>1>l^-dihydro[l^,4]triazolo[43^^ 
8-{5-[(methylammo)methyl>3-tMeai>d}-5-({m 

(methyiaimno)efl«^]ammo}metiiyO[lA4]tr^ . 
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5-{[[3-(dimethylaimno)piopyl](methyl)ammo]methyl}-8-{5-[(mefliylai^ 

tliienyl}[l A4]triazolo[43-a]quinoliii-l(2H)-one; 

M[(3-hydroxypropyl)amirio]methyl}-8-{5-[(methylaniino)m 

tMenyl}[lA4]triazolo[43-a]quinolm-l(2H)-one; 

5 5-({t3-(dimethylamino)propyl]aimno}methyl)-8-{5-[(meai3toiii^^ 

tluenyl}[l,2,4]triazol6[4>a]qumolin-l(2H)-one; ^ 

5-methyl-8-[3-(piperazm-l-yImelhyl)phenyl][i;2,4]triazolo^^^ 

N-(2-(dimethylammo)efliyl]-8-{5-[(4-methylpipeiazm-l-y0m(^^ 

dihydro[i;2,4]triazolo[4^-a]quinolme-5-caiboxa^ ' ~ . " ' 

10 5-{[(3R)i3-hydix>xypyiTOUdin-l-yl]carbonyl}-8-{5-[(mefliylami^ 

tMenyl}[lA4]triazolo[4,3-a]qximolm-l(2H)-one; 

. 5^[(meliiylainino)methyl]-8-(3-tbienyl)[l^,4]triazolo[4,3-a]qu^ 

5-({[2H[methylamino)ethyl3ainmo}methyl>8-(3-thien3d)[lA43Ma2»^ 
one; 

15 5-methyl-8-(5-{[(3S>pynroHdmO-ylammo]methyl}-2;-tlriem^^ 
l(2H)-one; 

5-methyl-8-(5-{[(3R>pyiTOUdm-3-ylamino]inethyl}-2-thiemyl)[lA^^ 
l(2H)-one; 

N-azetidm-3-yi-lrOxo-8-(3-thienyi)-l^-dmydto[lA4]triazolo[4'3-a]q^ 
20 caiboxamide; 

8-{?-[(azetidm-3-ylainino)methyl]--2-tMenyl}-5-methyl[lA4]tn 
■ one; 

5-{[2-(dimethylainino)ethoxy]methyl}-8-(3-thienyl)[l,2,4]triazolo[4^ 

5-({[(2S)-2,3-dihydroxypropyl]ammo}metfiyl)-8-(3-tluenyl)[lA4]tria^ 1 
25 l(2H)-one; 

5-{[(3S>3-hydroxypyn:oUdm-l-yl]methyl}-8-(3-tW«iyO[l A4]t^^ 

one; • ' . ' 

5-{ [(3-anuno-2-hydroxypropyl)amino]meth5d}-8-(3-tliiiBnyl)[l A4]triazolo[4,3-a]quinolin- 
l(2H)-one; 

30 5-{[(3R>3-<dim^ylamiiM))pym)Hdm-l-yl]m 
a]qumoIin-l(2H>k)rie; 

5-{[(2-hydn>xyeth3d)ammo]nieayl}-8-(3-thienyl)[lA4]1riazolo[4^^a]qu^ 
5-(aminomediyl>8-[4-(methoxymethyl)pliOTyi][lA4]triazolo[4^-a^ 
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N-(3-hydroxypiopyl)-lK»xo-8-(3-thiemyl).i;2<lihydn>[lA4]tri^ 
caiboxamide; 

5-{[(3S)-3rhydioxypyri»Udm-l.yl]melhyl}-8-(lH-pyriol-2-^^^ 
l(2H>one; 

5-{[(3S>3.hydroxypyiroUdm-l.yl]cai*onyl}-8K3-tiiieiiyl)[lA4]t^ 
l(2H)-one; 

5-({[2-(dimethylammo)ethyi]amino}methyl)-8-(lH-pyirol-2-yl)[ 

a]qumolin-l(2H)-ohe; : 

8-{5-[(ethylammo)methyl]-3-fliienyl}-5-methyl[l^,4]triazoto^^^ ■ 

8-{5-[(isopropylainino)methyI]-3-thienyl}-5-me%l[U,4]1ri^ 

N-azetidinr3-yl-8-{5-[(methylammo)methyl]4-tiiienyl}-l-oxo-l^ 
aJquinoline-S-caiboxamide; 

5<lH-imidazol-l-ylmethyl)-8<lH-pyirol-2-yi)[l^,4]Ma2X)lo[4,3-a]quinolin^ 

5<lH-inudazol-l-ylmethyl>8-(3-thienyl)[lA4]triazolo[4,3-a]qiimolk-^ 

5-{[(3-hydroxypropyl)ammo]methyi}-8-(lH-pyirol-2-yl)[lA4]lri^ 
one; 

5r[(pynoUdinO-3dammo)methyl]r8-(3-tbienyl)[1^.4]triazolo[4,3.^^ 

5-{[(3R)-p3Trolidin-3-ylammo]meth^}-8<3-tWenyl) 

one; . 

5-[(azetidm-3-ylammo)methyl]-8<3-thienyl)[l,2,4]tiiazolo[4,3-a]quinolin^ 

5-{[(3S>3-anunopyiroUdm-l-yl]me&yl}-8-(3-thienyl)[l^/4]tri^ 
one; 

5-{[(3R)-3-aminopyn:oUdin-l-yl]me%l}-8<3-tmenyl)[lA4]tria2»lo[4>a]q^ 

one;, , . - . ~ 

5-{[(3R)-3^dimethylamino)pyrrolidin-l-yI]methyl}-8KlH-pyitol-2^y^^ 
a]qumolin-l(2H)-one; 

5-{[(2-hydroxyethyl)amino]niethyl}-8<m-pyirol-2-yl)[lA4]triazolo[4,3-a]qum^ 
'' one; • • ■ ' • . 

5-[(3-aminoazetidin-l-yl)methyl>8-(3rthienyl)[l^,4]triazolo[4,3-a]qumbl^^ 
5-({[2-<dimethylammo)ethyI]anmo)meAyl>8-(3-thieny^ : 
l(2H)-one; 

5<{[2<lH-imidazol-4-yi)ethyqammo}methyl>8K3-tMenyl)[lA43tria2olo^^ 
l(2H)-one; . 
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5-({[3-(lH-inudazoi-4-yl)propyl]anuno}mettiyl>8-(3-Menyl)[l,^^^^ 
l(2I^ne; 

5-[(isopropylainmo)methyl]-8-(3-tMenyl)[lA4]tnazolo[^^^^ 
5-[(efliylammo)methyl]-8-(3-tWenyl)[l A4]triazold[4,3-a]qumolm-l(2H^ 
5 5-[(cyclopropylainino)methyl]-8-(3-t$ienyl)[l,2,4]triazolo[4,3-a]^ 
5-{[(q«;lopropylmetiiyl)amino]inethyl}^8-(3-thienyi)[i;2,4^ 
■ ■ one; ■. ' • ~ • . 

5-({[2-(dimethylanmu)>l-methylelhyl]amino}me±yl>8-(3-thienyl)[l 
" - " a]qmnpliii-l(2H)-one; - : - • 

10 l>J-[2-<dimelhylammo>l-methylelhyl]-lroxQ-8-(3 
a]quinolme-5-carboxainide; 

5-{[meAyl(2-p3rtidm-4-ylethyl)amino]me%l}-8-(3-tlnenyl)[l^ 
l(2H>-one; 

5<(3-aminoazetidin-l-yl)<»rijonyl]-8-(3-lhienyl)[li2,4]triazolo[4,3-a]q^ 
15 N-[2-(lH-imidazol-4-yI)ethyl]-l-oxo-8-(3-fliienyl>i;2-dihydip[r^^^^^ 
aJquinoline-S-carboxamide; 

N-[3-<lH-iinidazol-4-yl)pK)»pyl]-l-oxo-8-(3-tiiienyl>i;2-^yd^ 
aJquinoline-S-caiboxamide; 

5<{[2H[isopiopylammo)eayI]ainmo}methyl>8-(3-thienyl)[l^,4Jtri^ 
20 l(2H)-one; 

N-[2<isopropylainmo)eth3d]-l^xo-8-(3-thienyl>l^-Hia 
S-carboxamide; 

N<(l-ethylpyiToIidin-2-yl)methyl3-l-oxo-8-(3-thienyl)-l>dihydro[l,2,4]M 
a]qiiinoline-5-carboxamide; 

25 5-<{[3-(dimethylamino)propyl]amino}meAyI)^8-(lH-pyiTol-2-^^^ 
a]qiimolin-l(2H)-one; 

5-{[4-(hydroxymethyl)-lH-i;2,3-tnazol-l-yl]methyl}-8-(3-tluenyl)[lA4] • 
ajquinolm- i (2E[)-one; 

5.-{[(pyridm-2-ytoethyl)ainmp]metJiyl}-8<3-^tWe^^ 
30 one; • , . ' _ 

5-({[(5-memyl-2-furyl)methyl]aminp}me%l)-8-(3-tbieny0ilA4]tri^ 
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5^{[(2-i)yridin-2-ylefliyl)ammo]methyl}-8<3-tiiieny^[lA4]triazolo[4^^ 
. <Mie; ■ ' - . 

5-(meliio;^yuiefliyl>8-(3-thien)d)[lA4]triazolo[43-a]qu^ 
S-({[(5-metfaylpyrazm-2-yQmethyqan^ 
a](]uinolui-l(2IQ-onB; ; 

5^{4-[(mefliylainiiio)mefliyl]-lH-i;2>1tb2»l-l^ 
a]qiimo]jn.-l(2IQTOiie; . •. 

S-(ammome%l)-8-(3-thie&yl)[l,2,4]triazolo[4>aiquiAol^^^ 
~S-{[(2-aininoeaiyl)amino]me«h3d}-8-^-fMe^^ 
S-(Moio-2H-[1^4]triazolp[43-a]quinoM-l-one; . 
4^lK>xo-i;2-^y!dr(H;i^,4]triazolo[43-a]qpiiiioi^ 
3-melJiox^-2Kl-oxo-i;2-<ffliydn)[i;2,4]tria2»lo[43-«]^ 
S-bromo-l-oXo-l^-dihydio -[l,2,4]-t]iazolo[43-a]quinoime^S-caroxylic add; 
8-bnniio-l-oxo-i;Z-dihydio -[l^,4]-triazolo[43^]quinoiUn&-S-caroxylic acid ethyl esten 
7KUoio-5-inefhyl-2Jf-[l,2,4]triazolo[4^^x]qutiK>lm^^ 
4<5-methyl-l-oxo-i;irdihydK)-[lA4]triazolo[4^-a]qu^ 

2- meflioxy-5-(5-methy[-lrOXO-l^-dihydn)[lA4]1iiazolo[43-a]qimio 

3- (7-meUioxy-5-iiielh^-l-oxd-l^-dihydnKlA4]tria2»lo^^ 

2-tnettioxy-5-(7-methoxy-5-meai54-l-ox(>-i;2-dfliydK)[l^;4]tria»^ 
^)benzaldehyde; 

2-(7-ineto3qr-5-mediyl-i-oxo-i;2-aaydro[i;2,4]triazoto^^ 
8-bnimo-5-bromomethyl[i4[4]triazolo[4,3-a]quim>K^^ 
8-bramo-S-hydroxymetliylEl^[4]triazolo[4^-a]qaino 
8-bibiho^l^xd-l;2HMydio[l^,4]triazolo[4,3-«]4^ acid; 

4- anuno-8-brtmo[iA4]triazolo[43-a]qiiino^^ ■ " . 
8-bK>mo-5-phenyl[l A4]triazoloi4^-a]quiTO 
8-br6mo-5-melhoxymethy[l;2,4]triazolo[4,3-a]quinolin-l(^ 
8-BnMno-5-(amin6me&yl)[lA4]triazolo[43-a]quinol^^ 
S<azidomedi^>8^mmio[lA4] triazolo[4^-a]q^iiii0liii-ip . 
7-brtmH>.5-thien-i-yl(l A4]tria2olo[4>a]quinoli^ efliyl 8-diloro-7-meflioxy-l- 
oxo-l^^ydro[1^4]tria2»lo[4^-a]quiiu)line-S-cai^ .' 
87(^<mK7-methoxy-l-oxo-l,2H]ihydiD[lA4]triazblo[4,3-a]qm 
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5.ainino-8-cmoio.7-methoxy[l^,4]triaz6lo[4^ 
8^Woro-5-(hydrpxymethyl>7.methoxy[lA4]triaTO 
2.{3-[(l^xo-U-^ydrbtlA4]tna2olo[4^-a] 

l,3(2£0-dione; - , ^ . ; . ; V ^ 

2"{3-[(8-cWoio-5-methyl-lK>xo.li2-dmyaro 

l//-isomdole-lj3(2fl)-<Kone; . V 

7-(3"ammopropoxy>8<;Moro-5-metJiyl[l 

22. A compound as recited in anyone of claims 1-21^ wherein one or more of the atoms is 
a radioisotope of the same elementT^""*^ ' — : — 

23. A compomid as recited in any one of claims 1t21 for tfie use in tteatment of cancer; 

24 A conq)ound as rwsited in any one .of claims 1-21 for the use in treataient of neoplastic 
disease such as carcinoma of the breast 

leukemias and lymphomas, tumors of the central and peripheral nervous system, and other 
tumor types such as nielanoma, fibrpsarcoma and osteosarcoma. 
15 25. A compound as recited in any one of clauns 1-21 for the use in treatment of . 
proliferative diseases mcluding autoimyune; inflammatory, neurological, and cardiovascular 
diseases. 

26. A method of treatment of a human or animal hy HmiHtig rqplication by 
adnunistering to such himaan or animal an effective amount of a compound as recited in any 

20 one of clauns 1-21 or a pharmaceutically acceptable salt of said confound. 

27. A method of treatment of a human or animal suffering firom cancer admmistering to 
such human or animal an effective amount of a compound as recited in any one of claims 1-21 
or a phannaceutically acceptable salt of said compound. 

28., A method of treatment of a human or animal suffering from neoplastic disease such as 
25 carcinoma of the breast, ovary, lung, colon, prostate or other tissues, as well as leukemias and 
lymphomas, tumors of the central and peripheral nervous system, and other tumor types such 
as melanoma, fibrosarcoma and dsteosarcpma administering to such human or animal an 
effective amount'of a compound as recited m any one of claims 1-21 or a pharmaceutically 
accq)table salt of said CQnq)ouncL 
30' 29. A method of tr€»tnientofa humjm or animal sufferi^ 

mcluding autoimmune, inflanimatory, neurological, and cardiovascular diseases administering 
to such human or animal an effective amount of a compound as recited m any one of claims 
1-21 or a pharmaceutically acceptable salt of said compound 
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30. The use of a compoxmd as recited in any one of claims 1-21 in the preparation of a 
medicamOTt for the treatment of cancer. 

31, The use ofacompomid as recited in any one of claims 1-2^^ 

medicament for the treatm^t of neoplastic disease such as carcinoma of flie breast, ovary, . 
lung, colon, prostate or other tissues, as well as leukemias and lyiiqphomas, tumots of tiie 
central and peripheral neiyous syston, andotiier tumor types such as melanoma, fibrosarcoma 
and osteosarcoma* 

32; The use of a compound as recited in any one of clanns 1-21 in the preparation of a 
medicament for flie treatment of pfoliferativie diseaises idcluding'autoiimnu^ inflammatdiy,'' 
neurological, and canUovasculaT: (Useas^^ 

33v A process for preparing a conqwund of formula (I) as claimed in claim 1 or a 
pharmaceutically acceptable salt or an in vivo hydrblysable ester tfaerofWhic^ process 
comprises: 




Diketene (32ml, 32g, 38 Immol) was added to the suspension of the appropriately 
substituted chloro aniline (3 17.25mmol) in toluene (300ml). The mixture was refluxed for 
6hr, cooled down and let stand overnight The precipitated solid was filtered off, washed with 
ether and dried under vacuimi to yield the intermediate (A). 

A mixture of the appropriately substituted chloro acetoacetanilidc (199.6mmol) and 
concentrated sulfuric acid (80ml) were heated on an oil-bath at 70-80°C for 0.5h and for l.Oh 
at 100**C. The mixture was cooled down and poured into crushed ice. The precipitated, solid 
was filtered off, and recrystallized fix>m ethanol to obtain iiitennediate (B). 

A mixture of the ^ropriately substituted 4-methyl-lH-quinolirH2-one (134J2mmol)» 
DMF (lOmI) and fliionjd chloride (300g) was heated at reflux for 3hr; The mixture was cooled 
to room tenq)eratine and the resultant solid filtered off, washed with acetone and dried under 
vacuum to give die intermediate dichlomg ntnnHtift (r) 
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To a suspension of flie approprktely substituted dicWoio-4-methyl-qumoline (1.^ 
ethyl caAazate (173mg 1.66inmol) in 3.7ml of ethanol was added 6 

dioxane). The reaction mixture was subject to irradiation with microwave at no^C fiir iZOmin, 
After cooling to room temperature the precipitated soHd was filtered off, washed wifli . 
methanol (3x10 ml) and dried under vacuinn to give the desired triazolone C^^^^ 

To a 5 ml vial, the t^jpropriately substitutes 5-methyl-2fl^[l A4]iriazblo[4,3- . " 
a]quinolin-l-one (0.5mmol),boromc acid (0.6mmol), cesium caAonate (651m& 
and tetrakis(lTisphenylph6sphine)panadhini^" (4(^ 7mol%). were* added in- ^iST^r"*^ 
dioxanerwater (4: 1), The reaction was subject to inadiatioarwitii microwave at 165°C fiir 
20min. After cooling down,:the lower layer was sepiroted mkI discaidect the tqiper 1^ was 
evirated, the residue dissolved in the miimrnim amom^^^ 
product purified by HPLC. 
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